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INTERACTIONS BETWEEN SYSTEMIC AND LOCAL STRESS* 


HANS SELYE, M.D., Ph.D., D.Sc., F.R.S.C. 
(From the Institute of Experimental Medicine and Surgery, Université de Montréal, Montreal, Canada) 


It has long been known that topical inflammatory 
responses to locally applied non-specific irritants tend 
to be suppressed during the condition which we now 
call “systemic stress.” Clinical experience had shown, 
for instance, that in severely malnourished patients— 
as in individuals damaged by haemorrhage, jaundice, 
trauma, or systemic intoxications of various kinds—the 
tissues do not react normally to local mechanical or 
chemical injuries. Méild insults elicit virtually no visible 
response, while severe local irritation tends to cause 
degeneration and necrosis, with little or no exudation 
and granuloma formation. 

A systematic experimental analysis of these empirical 
observations disclosed a number of facts which began 
to reveal the underlying mechanism. First it was noted 
that the antiphlogistic effect is truly non-specific, since 
it could be elicited by various agents and in various sites. 
Thus systemic stress induced by several procedures, if it 
elicited an intense general adaptation syndrome, invari- 
ably suppressed the so-called histamine appendicitis 
(Selye, 1936, 1937a), different varieties of acute inflam- 
matory lung oedema (Selye, 1938a, 1938b), and the 
anaphylactoid inflammation caused by egg-white in the 
rat (Selye, 1937b; Léger, 1948). Then it became evi- 
dent that systemic stress can also facilitate the produc- 
tion of inflammatory lesions—for example, nephritis and 
myocarditis after exposure to cold—at least under certain 
“ conditioning” circumstances. The adrenals are be- 
lieved to. play an important part in both these types 
of responses, since adrenalectomy prevents the inhibi- 
tion as well as the stimulation of inflammation by 
systemic stress (Selye, 1946). 

Later, when pure corticoids became available, it was 
noted that some, the so-called mineralo-corticoids—for 
example, desoxycorticosterone—stimulate, while others, 
the so-called glucocorticoids—for example, cortisone or 
cortisolt—inhibit inflammation (Selye, 1949; Selye and 
Pentz, 1943). 

These observations gradually led to the concept 
according to which a major factor in the pathogenesis of 
many diseases is an inappropriate adaptive response to 
pathogens, a “ derailment of the general adaptation syn- 
drome.” Stress undoubtedly plays some part in the 
pathogenesis of most maladies. However, those 


*Address delivered before the Surgical Forum of the Society 
of Graduate Surgeons of the Los An County Hospital, Los 
Angeles, California, on March 1, 1954. 

tIn agreement with the suggestion made by Shoppee (1953), the 
term “ cortisol ” is used here in preference to “ 2 mtaggene ye 
since it eliminates confusion with 4,5-dihydrocortisone and 
viates the possible implication that hydrocortisone is to be re- 
garded primarily as a mere derivative of cortisone. 


with predominantly inflammatory manifestations—for 
example, rheumatoid arthritis—are especially clear-cut 
examples of “diseases of adaptation,” because their 
course is very readily influenced by stress itself and by .- 
those hormones—for example, A.C.T.H., cortisol— 
which are produced in excess during the general adapta- 
tion syndrome. 

The extensive literature which deals with this stress- 
concept has been surveyed at length elsewhere (Selye, 
1950, 1952), and is currently reviewed in the Annual 
Reports on Stress (Selye, 1951; Selye and Horava, 
1952, 1953). Suffice it here to mention two recent 
experimental studies, which are particularly relevant to 
the topic of this communication because they demon- 
strate that even the suppression of inflammatory changes 
—by systemic stress or by cortisol—is not always advan- 
tageous. When the local irritant is highly damaging to 
tissues the very absence of inflammation facilitates the 
production of a much more serious type of topical 
damage—namely, necrosis (Selye, 1953a, 1954). 

While the aforementioned observations received ample 
confirmation in recent years, certain serious objections 
have been raised against the basic concept of the diseases 
of adaptation. Perhaps the most important among these 
are the following : 

(1) Although treatment with corticoids undoubtedly 
combats certain disease manifestations, it has not yet 
been definitely proved that the therapeutic effect of stress 
itself—for example, non-specific therapy—depends upon 
endogenous adrenal hormones (Ingle and Baker, 1953; 
Bauer and Clark, 1953). 

(2) Some authors feel that, even if artificial overdosage 
with corticoids can cause disease, it still remains to be 
shown whether endogenous adrenal hormones, secreted 
during stress, could ever become pathogenic at the dose 
level and in the circumstances under which they are pro- 
duced (Ingle and Baker, 1953; Bauer and Clark, 1953). 

(3) The assumption that systemic stress—for example, . 
shock—acts upon the manifestations of topical stress—for 
example, inflammation, nécrosis—predominantly through 
an increased secretion of A.C.T.H. and glucocorticoids, is 
difficult to reconcile with certain facts. In particular, it 
has been noted that the antiphlogistic effect of systemic 
stress is greater than that of a corresponding degree of 
hypercorticoidism induced by hormonal therapy (Selye, 
1953b). For example, the antirheumatic efficacy of star- 
vation, of jaundice, and of various non-specific therapeutic 
agents is more pronounced than that of raising the blood 
and urinary corticoids to the same level by actually giving 
cortisone or A.C.T.H. 

(4) Transient overdose with a mineralo-corticoid (desoxy- 
corticosterone) can camse delayed so-called “ metacorticoid ” 
lesions—for example, nephrosclerosis, peice ex- 
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perimental animals. This implies that, even if diseases are 
caused by an excess of such hormones, the corticoid con- 
centration in the blood and urine may have returned to 
normal by the time the patient consults a physician 
(Green, 1953). It remains to be demonstrated, however, 
that natural adrenal hormones, secreted during stress, could 
also exert such delayed pathogenic actions. 

(5) Some investigators consider it paradoxical to assume 
that the same factor, stress, can both inhibit and produce 
= manifestations (Rosenberg, Woodbury, and Sayers, 

We have now devised an experimental model on which 
these points can be tested by quantitatively measurable 
objective indicators. To permit generalizations a simple 
pathogen was used which produces such fundamental 
disease manifestations as inflammation and necrosis— 
that is, lesions commonly encountered in clinical medi- 
cine. As outlined below, the basic elements of this 
model are: the “pathogen” or topica! stressor (the 
principal immediate cause of disease), the direct effect of 
the topical stressor (the local disease manifestations, such 
as inflammation and necrosis), the systemic stressor 
(which influences the local disease manifestations), and 
the adrenals (upon which the actions of the systemic 
stressor could depend) (Selye, 1954). 


The purpose of this communication is to report upon 


three series of animal experiments, performed with a 


technique of this type. 


Materials and Techniques 
Experimental Animals and Their Maintenance 
In all these investigations we used ‘female Sprague-Dawley 
rats, weighing 120-150 g. at the beginning of the experi- 
ment. They were fed on “Purina Fox Chow,” and, since 
some of them were adrenalectomized, for uniformity’s sake 
all received 1% NaCl as drinking fluid. 


Topical Stress 

The “granuloma-pouch” technique, which has been 
described in detail elsewhere (Selye, 1953a, 1953b), was 
used to produce and assess topical stress. In essence, the 
test is performed by injecting 25 ml. of air under the shaved 
dorsal skin of the rat, this being immediately followed by 
the injection of some irritant, the “local pathogen,” into 
the regularly shaped, ellipsoid connective-tissue chamber 
thus formed. In the present experimental series various 
dilutions of croton oil (in corn oil) have been used as ex- 
amples of mild and severe local stressors, respectively. 

The resulting amount of a haemorrhagic inflammatory 
exudate can be assessed approximately, day by day, by 
transillumination of the pouch with an electric flashlight ; 
it can subsequently be measured accurately by withdrawing 
the fluid into a graduated syringe. This serves as an in- 
dicator of inflammation. 

If the granuloma is weak, and the croton-oil solution 
comparatively strong, then the skin which covers the 
granuloma pouch undergoes manifest discoloration and 
necrosis. This serves as an indicator of local tissue death. 
As will be seen below, usually there is an inverse relation- 
ship between the intensity of inflammation and of necrosis. 


Systemic Stress 

In the first experiment, systemic stress was produced by 
fasting on the third, fourth, sixth, and seventh days after 
the granuloma pouches were prepared. However, the ani- 
mals were allowed drinking fluid ad libitum at all times. 

In the second and third experiments, forced restraint of 
the animals’ free movements was used as a systemic stressor. 
The advantage of this procedure is that it does not neces- 
sitate the introduction into the body of any foreign materials 
or the infliction of traumatic tissue injuries. In principle, 
this technique (also described in more detail elsewhere— 
Selye, 1954) consists in temporarily restraining free loco- 


motion by fastening the animal to a wooden board with 
adhesive tape. Since the procedure is irritating and pro- 
vokes a certain amount of struggling, the condition of the 
rat is not unlike that occasioned by physical and mental 
fatigue in man. 

Earlier experiments had shown that inflammation in the 
granuloma-pouch can most readily be inhibited by corti- 
coids or systemic stress during a “ critical period,” at about 
the third and fourth days in the development of a granu- 
loma pouch (Selye, 1953c, 1954). Hence we applied the 
stress of forced restraint between the 72nd and the 96th 
hour of the experiment, both in the second and in the third 
experimental series. It should be added that, although 
during immobilization the animals received no food, many 
earlier control experiments had shown that a single day of 
fasting has no measurable effect upon the development of 
the granuloma pouch. 


Assessment of the Adrenal Factor 


_ All adrenalectomies were performed through the lumbar 
approach—in the first experiment 24 hours before, in the 
second and third experiments on, the day the granuloma 
pouch was prepared. 

Some form of corticoid therapy was given in all three 
experimental series. In the first experiment, in which all 
animals were adrenalectomized, the rats of Groups I and II 
received cortisone acetate, those of Groups III and IV 
desoxycorticosterone acetate (D.C.A.), in the form of 
aqueous microcrystal suspensions, as distributed by Merck 
and Co., Inc. Both steroids were administered subcuta- 
neously, twice a day, at the dose of 500 gamma in 0.2 ml. 
of suspending agent, between the 48th and the 168th hour 
of the experiment—that is, during the “critical period.” 

In the second and third experiments, only some of the 
rats (Groups III and IV) were adrenalectomized, and hence 
in need of corticoid substitution therapy. Yet for uni- 
formity’s sake all animals were given 1 mg. of cortisol 
acetate microcrystals subcutaneously in 0.2 ml. of suspen- 
ding agent twice daily. Unlike in the first experiment, 
this slowly absorbable cortisol ester was given throughout 
the period of observation (instead of the rapidly absorbed 
cortisone acetate during the “critical period”), to ensure 
a more constant blood-corticoid level. Numerous pre- 
liminary tests. had shown that at this threshold level both 
corticoids increase the systemic resistance of adrenalecto- 
mized rats sufficiently to permit. survival under considerable 
stress, and yet in themselves they do not greatly alter such 
reactions to local stress as exudation or tissue necrosis in 
the granuloma-pouch test. 


Experimental Observations 
First E The Effect of Fasting 
Actions of Crote Croton Oil in Adrenaleetomized Rats Maintained 
with Cortisone or D.C.A. 

This experiment was performed in order to establish 
whether the well-known anti-inflammatory effect of starva- 
tion is due exclusively to a stimulation of antiphlogistic 
corticoid (A-C) production by the adrenals, or whether it 
can also manifest itself in adrenalectomized animals if they 
receive maintenance therapy with such a corticoid. 

Four groups, each consisting of ten adrenalectomized rats, 
were treated as outlined in Table I. The amount of exudate 
was measured, after aspiration into a graduated syringe, 
on the tenth day following the preparation of the granuloma 
pouch. In the table the mean volume of exudate is given 
with the standard error. 


TaBLe 1.—Effect of Fasting, Upe ‘pon Exudation Due to Croton Oil 
Adrenalect: 


in (Maintained with Cortisone and 
D.C.A. Respectively) 
Group Treatment Exudate (ml) 
I 5-540-5 
and fasting 0-5+40:16 
m 7740-36 
IV B and fasting 5-540-34 
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It will be noted that, in itself, the small dose of cortisone 
given to these animals failed to suppress exudation (Group 
I). Yet it caused almost complete inhibition of inflam- 
matory fluid formation in the fasted animals (Group II). 
On the other hand, the rats maintained with D.C.A. :de- 
veloped considerable amounts of exudate, whether they 
were otherwise untreated (Group III) or exposed to starva- 
tion (Group IV). 

It may be concluded that, although fasting has little or 
no effect upon exudation in adrenalectomized animals 
maintained with D.C.A., it considerably augments the 
antiphlogistic effect of cortisone. This augmentation is 
manifest in the absence of adrenal tissue—that is, under 
conditions when the stress of starvation could not act by 
stimulating the production of endogenous corticoids. 


Second Experiment:' The Effect of Restraint (Neuromuscular 
Stress) Upon the Topical Actions of Croton Oil in Intact and 
in Adrenalectomized Rats 

The second experiment was performed on two groups of 
ten intact and two groups of ten adrenalectomized rats. 
Their treatment is summarized in Table II. 


TaBLe II.—Effect of Systemic Stress (Immobilization), in Intact 
and in Adrexalectomized Rats, Upon Topical Actions of 


Croton Oil 
Day Group I Group II Group III Group IV 
A omy | Ad 
Croton | Croton | 0:5% Croton | 0-5% Croton 
oi oil oil 
a Stressed Stressed 
15 | Exudate: Exudate: 0 Exudate: Exudate: 
9-2 ml. 10-5 ml. 5-2 ml 


tively dilute croton-oil solution was introduced into the 
cavity of each granuloma pouch at the beginning of the 
experiment. On the fourth day one of the intact and one 
of the adrenalectomized groups were exposed to the neuro- 
muscular stress, occasioned by forced immobilization (as 
outlined in the introductory section of this paper). On the 
15th day the exudate content of the pouches was measured 
after aspiration into a graduated syringe, and the mean 
value so obtained is shown in the Table. 

Perusal of Table II indicates that a large amount of 
exudate was formed in the non-stressed intact (Group I) 
and adrenalectomized (Group III) rats, while no trace of 
exudate could be demonstrated in the intact stressed 
animals (Group II). In the adrenalectomized stressed rats 
(Group IV), exudation was reduced by about 50% as com- 
pared with the adrenalectomized non-stressed controls. 

Evidently, under these circumstances, stress proved to be 
a very effective antiphlogistic factor in intact animals. In 
the adrenalectomized rats the inhibitory effect of stress 
was still very obvious, but not as marked as in intact rats. 
This was so despite the fact that threshold amounts of 
cortisol were administered to all groups. Previous experi- 
ments had shown that, in adrenalectomized rats maintained 
with D.C.A.° (which has no antiphlogistic properties), 
systemic stress of this kind causes virtually no inhibition 
of inflammation (Selye, 1954); hence it was postulated 
that two factors may be involved in this effect: (1) an 
increased discharge of endogenous antiphlogistic corticoids 
(which can occur only in the intact stressed rats); and 
(2) a peripheral synergism between the corticoids so liber- 
ated and some non-adrenal-mediated effect of stress. 

It was then decided to perform a third experiment, with 
a still more dilute croton-oil solution, to see whether its 
exudate-forming action could be completely inhibited by 
systemic stress even in adrenalectomized rats if they are 
maintained on threshold doses of cortisol. At the same 
time, inthis last experiment we wanted to test the re- 
sistance of the granuloma-pouch wall to the necrotizing 
action of more concentrated croton oil, given at a time 
when the non-stressed rats had already developed a strong 
granulomatous barrier. Such an experimental arrangement 
would permit the assessment of the functional value of 


A compara- 


granuloma tissue as a barrier against the production of 
necrosis in adjacent tissues (in this case the skin). 


Third The Effect of Restraint (Neuromuscular 
Stress). Intact and in Adrenalectomized Rats, Upon the 
Topical Actions of Weak and Strong Croton-oil 
Solutions Respectively 

In this experiment we used two groups of ten intact and 
two groups of 20 adrenalectomized rats. They were treated 
as outlined in Table III. A weak croton-oil solution was 
introduced into the cavity of each granuloma pouch on the 
first day of the experiment. Then one of the intact and one 
of the adrenalectomized groups was exposed to the stress 
of immobilization during the “ critical period.” The degree 
of inflammation was first estimated on the seventh day by 
transillumination of the pouches. Subsequently, on the 
eighth day, a strong (normally necrotizing) croton-oil solu- 
tion was injected into the pouch cavity, and the incidence 
of skin necrosis was noted on the 15th day. 


TaBLe III.—Effect of Systemic Stress (Immobilization), in Intact 
and in Adrenalectomized Rats, Upon Topical Actions of 
Weak and Strong Croton-oil Solutions Respectively 


Day Group I Group II Group Ill Group IV 
lectomy | Adrenalectomy 
1 a croton oa croton | 0-25% croton oll croton 
4 Stressed _ 
+| Exudate:++-+/] Exudate: 0 ++ Oto + 
8 , oil | 50% croton oil | 50% croton oil ’% croton, oil 
15 | Necrosis: 10% lecrosis: 100%} Necrosis: 10% | Necrosis: 90% 


It will be noted that, under these conditions, stress pre- 
vented inflammatory exudate formation not only in intact 
rats (Group ID, but also in those adrenalectomized and 
maintained with comparatively small doses of cortisol 
(Groups II and IV). On the other hand, large amounts’ 
of exudate had formed both in the intact (Group I) and 
in the adrenalectomized (Group IID) non-stressed rats, 
although they received the same amount of cortisol as 
the others. Thus the findings on the seventh day confirmed 
the observations of the first and second experimental series, 
under slightly modified circumstances. 

Interestingly, the subsequent injection of strong croton 
oil caused necrosis of the skin in all the intact stressed 
(Group II) and in 90% of the adrenalectomized stressed 
(Group IV) rats, while all but 10% of the intact (Group 1) 
and of the adrenalectomized (Group III) non-stressed rats 
resisted this necrotizing action of the strong topicai irritant. 

It may be concluded that, here, the same stressor, 
which protected against the local disease-manifestations 
(exudation) usually produced by a weak topical irritant, 
actually sensitized the tissues to the more severe damage 
(necrosis) normally elicited by higher concentrations of the 
same local pathogen. It is also evident that a transitory 
exposure to systemic stress on the fourth day considerably 
altered tissue-reactivity to local irritants introduced into the 
pouch, either before or after this time. 


Discussion 

Let us now consider the information which these experi- 
ments have furnished concerning the much-debated points 
enumerated in the introduction. 

The first experiment gives objective evidence in support 
of what I have called the “ antiphlogistic-corticoid-condi- 
tioning effect (A-CC)” (Selye, 1953b; Selye and Horava, 
1953). Adrenalectomized rats maintained with small doses 
of cortisone are still capable of responding to topical in- 
jury by intense inflammatory exudation. If these animals 
are exposed to the stress of fasting they lose this ability. 
Here starvation obviously could not have acted by increa- 
sing endogenous corticoid secretion, since the rats had no 
adrenals, yet the animals, by the withdrawal of food, were — 
conditioned for the antiphlogistic effect of exogenous 
antiphlogistic corticoids. 

On the other hand, under similar circumstances, adrenal- 
ectomized animals maintained with D.C.A. (a steroid 
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devoid of antiphlogistic properties) retained their ability 
to produce inflammatory exudate even during prolonged 
starvation. Hence the inhibition of inflammation by food 
withdrawal cannot be the unconditional direct effect of 
inanition as such. 

The adrenalectomized rats of the second and third experi- 
mental series showed that this antiphlogistic conditioning 
potency is not a specific characteristic of starvation, because 
it can be duplicated by an entirely different kind of stressor 
—namely, the neuromuscular exhaustion resulting from 
forced immobilization. These same animals also demon- 
strate that cortisone is not the only antiphlogistic hormone 
whose activity can thus be augmented by stress, since they 
were maintained on cortisol.* 

The probable mechanism of these responses to systemic 
and topical stress is illustrated by the accompanying 
schematic drawing. 

SYSTEMIC 


STRESSOR © Mechanism of interrelations between systemic 
local stress (see Diagram).—Our experi- 
ments suggest that the topical response to a 
local’ stressor—for example, inflammation, 
cell degeneration, and necrosis—can be in- 
fluen by a systemic stressor, through a dual 
mechanism: (1) the systemic stressor induces 
an A.C.T.H.-discharge by the pituitary; this 
leads to an increased secretion of antiphlo- 
Fhe corticoids (A-C) of the cortisol type. 
latter inhibit inflammatory phenomena 
4 ispose to tissue necrosis by virtue of 
effect upon mesenchymal tissues 
(represented here by a fibroblast). (2) This 
effect is atly enhanced by some non- 
adrenal- iat “ antiph 
contitioning (ALC ). It has not 
been established whether this A-CC is re- 
~,e to the “ first mediator” (designated here 
mark), responsible for the 
vor. -dischar during stress, and there is 
some evidence that A.C.T.H. itself may, in 
addition to its transadrenal action, eg my 
such a peripheral A-CC effect Com line). 
It is quite possible that the A-CC effect does 
not depend upon any one substance. In any 
event its extraordinary efficacy in increasing 
the anti-inflammatory effect of cortisol-like 
compounds is quite evident. 


LOCAL 
STRESSOR 
Another point illustrated by the second and third experi- 
ments is that tissue reactivity to topical damage can be 
altered not only during, but even several days after, ex- 
posure to a transitory period of systemic stress. The 
delayed susceptibility (predisposition for necrosis) or re- 
fractoriness (resistance to inflammation) to disease, which 
is thus produced by stress, depends upon endogenous 
corticoids, since it is not seen in the absence of the 
adrenals unless suitable substitution therapy is given. 
Finally, the third experiment demonstrates that the same 
factor, stress, can both inhibit and facilitate the production 
of local disease manifestations, since it inhibits the phen- 
omena of inflammation and aggravates those of necrosis. 
These observations also help to understand the mechanism 
through which the biological reactions of systemic and local 
stress are integrated. The so-called “local adaptation syn- 
drome” (L.A.S.), the characteristic triphasic adaptive re- 
sponse to topical injury, comprises both necrosis and 


*It should be mentioned in this connexion that, in additional 
unpublished ex ts, adrenalectomized rats were maintained 
on threshold: doses of cortisone and injected with lyophilized 
thymic, lymphatic, and splenic tissue, or subjected to complete 
ligation of their main bile duct. These animals likewise showed 
complete inhibition of exudate formation in the granuloma-pouch 
test. Here, again, the inhibition could not have been due to = 
direct unconditional effect of the extracts or of biliary retentio 
since it was not manifest in adrenalectomized rats nesinsnined 
with threshold doses of D.C.A. A variety of purified A.C.T.H. 

erck and Co., Inc.) also proved highly effective in augmenting 
the antiphlogistic effect of cortisone in adrenalectomized animals. 
The question arises whether the various “ A-CC agents” act 
through different mechanisms or through the intermediary of 
their ability to stimulate the A.C.T.H.-production of the animals’ 
pituitary. This point is now under investigation. 


inflammation. It has been demonstrated and discussed at 
some length by several participants of the International 
Symposium on the Mechanism of Inflammation (Jasmin 
and Robert, 1953). The experiments reported in this paper 
furnish additional evidence in support of the view expressed 
at that Convention, that a close relationship exists. be- 
tween the general adaptation syndrome, as a systemic 
manifestation of stress, and the local adaptation syndrome, 
as its topical counterpart. In particular, local stress can 
cause systemic stress, and the latter can, in turn, greatly 
modify the course of the former. Indeed, various com- 
binations of these two responses represent integral parts 
of many among the common maladies of man. 

Our experimental model is directly concerned only with 
the role of the adrenals in determining the production of 
inflammation and tissue necrosis by a topical irritant, during 
systemic stress. However, inflammation, necrosis, topical 
irritants, and systemic stress are fundamental elements of 
most, if not all, maladies. Actually, there is no evidence to 
prove that any tissue damage (no matter where and no 
matter by what agent it be produced) would fail to be 
similarly regulated through the adrenals during the systemic 


stress of disease. 
Summary 

Using the granuloma-pouch technique, it was shown 
that, depending upon circumstances, systemic stress can 
either inhibit or aggravate the topical damage caused by 
exposure of a limited tissue area to a pathogen—for 
example, a chemical irritant, such as croton oil. 

The antiphlogistic effect of stress is not merely due to 
increased secretion of cortisol-like hormones, since it 
is also observed in adrenalectomized animals maintained 
on (in themselves inactive) threshold doses of injected 
cortisol. 

The aggravation of topical tissue injury by systemic 
stress also depends only in part upon endogenously pro- 
duced adrenal hormones ; it is abolished by complete 
adrenalectomy, but not if suitable substitution therapy 
with antiphlogistic corticoids (cortisone, cortisol) is given. 

Both these effects of systemic stress upon topical tissue 
reactions can be delayed, becoming manifest only after 
the systemic stressor has ceased to act. 

The interrelation between systemic and local mani- 
festations of disease in general are discussed in the light 
of these findings. 
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AND 


KENNETH MacLEAN, M.D., M.R.C.P. 
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A.C.T.H. and cortisone have now assumed a most im- 
portant place in the treatment of a number of diseases 
for which we could previously do little. The prognosis 
of the generalized collagen diseases, certain severe skin 
diseases, particularly pemphigus and acute exfoliative 
conditions, and several eye disorders has been improved 
at least from black to grey. To achieve success, how- 
ever, treatment must usually be continued for indefinite 
periods, and with the limited supplies so far available 
this has presented a most difficult problem. Our results 
in the long-term steroid therapy of these patients at 
Guy’s Hospital are briefly presented. 

The first supplies, received in December, 1950, were 
only sufficient to treat five patients simultaneously. It 
was therefore essential that a central authority should 
arbitrate between the requests received from the various 
members of the hospital staff so that the best use might 
be made of the amount available. The department of 
medicine was asked to assume this duty. As soon as a 
request is received the patient is visited by a member of 
the department and the dose and method of administra- 
tion are suggested according to the needs of the case 
and the current level of supply. While receiving treat- 


.ment the patient is visited at least once a week, and 


further therapy is decided in consultation with the mem- 
ber of the staff in charge of the case. Clinical responsi- 
bility for the patient remains entirely with the consultant 
under whose care he had been admitted, and the consul- 
tant’s wishes regarding dosage are followed as closely 
as the level of supply allows. If it is impossible to meet 
a request the circumstances are discussed personally 
with the consultant concerned. 

At first it was decided that patients should receive a 
set course of approximately three weeks, during which 
time they were in hospital and under constant observa- 
tion. Treatment consisted of cortisone, 100 mg. daily 
by intramuscular injection, or of A.C.T.H., by four 
intramuscular injections to a total daily dose of about 
60 mg. Second courses were given only in exceptional 
circumstances. It soon became apparent that these 
drugs were life-saving in certain cases, that bigger initial 
doses were often necessary, and that maintenance 
therapy would have to be arranged. Thus a greater 
proportion of the slowly increasing supplies had to be 
allotted to long-term cases which required treatment 
after discharge from hospital. 

In mid-1951, following the results of the clinical trial 
reported by Renold et al. (1951), we began to administer 
A.C.T.H. by the slow intravenous drip method. We 
found this most satisfactory, an adequate response 
usually being produced with a daily dose of 20 mg. or 
_ less. Thus our supply of A.C.T.H. was enough to treat 


three or four times as many patients as, when it was 
given intramuscularly in divided doses. Late in 1951 
we received the first supply of oral cortisone tablets, 
and at the beginning of 1953 A.C.T.H. gel became avail- 
able. These new preparations were used mainly for 
maintenance therapy. 


_ Method 

Our present practice is to treat patients receiving these — 
drugs for the first time according to one of the following 
schemes: (1) 20 to 40 mg. of A.C.T.H. daily by intravenous 
drip for a minimum of eight and occasionally up to sixteen 
hours (McIntosh and Holmes, 1951); (2) 20 to 40 mg. of 
A.C.T.H. gel daily, given in a single intramuscular dose ; 
(3) 100 to 200 mg. of oral cortisone daily in four divided 
doses ; (4) 100 to 150 mg. of cortisone intramuscularly in a 
single daily dose. When it becomes apparent that the 
disease has been controlled—usually after seven to four- 
teen days—the daily dose of cortisone is reduced, or the 
A.C.T.H. is administered on alternate days. 

Initially all patients had a chart showing ‘output and intake 
.of fluid, and eosinophil chamber counts were performed 
thrice weekly. Estimations of the serum sodium and 
potassium, the urinary 17-ketosteroid excretion, and the 
erythrocyte sedimentation rate were carried out weekly. 
We soon found that such detailed laboratory control was 
unnecessary, and our practice now is to do an initial serum 
sodium and potassium estimation, which is repeated only 
if intensive therapy is continued for more than two weeks 
or if the patient’s clinical condition warrants. If the drugs 
are being given daily we restrict fluid intake to about 50 to 
60 oz. (1.4 to 1.7 litres) in apyrexial patients. No added 
salt is allowed. The patient is weighed every second day 
and his blood pressure is recorded daily. Drinks with a . 
high potassium content, such as Horlick’s or “ ovaltine,” 
are given, or capsules of potassium chloride to a total of 
4 g. daily may be taken. 

The diagnoses of 185 patients treated between December, 
1950, and June, 1953, are given in Table I. 


TaBLe I 

Endocrine Disorders General Medical Disorders 
syndrome) 8 Dermatomyositis 2 

Congenital adrenal hyperplasia 1 Disseminated lupus erythema- 
Hypopituitarism .. on 4 

Dermatological Disorders yopathy .. 
Dermatitis of hands 2 — (inc. nephrotic syn- 

Proritus ani matoid art itis” 50 
$ | Ulcerative colitis 3 
Ophthalmological Disorders ad 
Choroiditis .. ie 2 — 
Iridocyclitis Hs 10 185 


With the exception of those suffering from endocrino- 
logical disorders, all received intensive therapy as in- 
patients in the first instance. The response of these patients 
accorded well with that to be expected from a study of the 
literature, which has been well summarized by Thorn ef al. 
(1953). We do not propose, therefore, to analyse these 
results further, but the complications encountered seem 
worthy of mention. Three patients on A.C.T.H. had 
gastro-intestinal perforations (one ulcerative colitis, one 
polyarteritis, and one unsuspected peptic ulcer in a patient 
receiving treatment for rheumatoid arthritis). Two of these 
patients died, and we wish to emphasize the way in which 
A.C.T.H. or cortisone may mask the classical early symp- 
toms of an abdominal emergency. Three patients developed 
acute psychosis necessitating removal to a psychiatric unit ; 
two of these gave a history of previous mental illness. Two 
patients (one nephritic, one terminal polyarteritis nodosa) 
died in uraemia, but death seemed inevitable before steroid 
treatment. One patient with polyarteritis nodosa developed 
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steroid diabetes. Further reference is made to this case. 


Minor complications included abscess at an injection site 
(four cases), A.C.T.H. sensitivity (one case), hypokalaemia 
with asthenia (one case), and occasional mild depression. 
Purulent bronchitis, sinusitis, and minor hand infections 
seemed to occur much more often than in the rest of the 
hospital population, and called for immediate antibiotic 
treatment. Special complications developing during long- 
term maintenance therapy are discussed under the appro- 
priate sections. 
Maintenance Therapy 

Table Ii gives a list of 44 patients whose condition 

appeared to merit long-term out-patient therapy. 


Tasie II 

Endocrine D 
Addison's disease 13 
H ituitarism .. 4 
Congenital adrenal hyperplasia 1 

nm Diseases 

lyarteritis nodosa 3 
Disseminated lupus erythematosus 2 
Subacute co! 
Rheumatoid arthritis 1 
on 
(exfoliative) 2 

Eye Diseases 
Choroiditis 2 
Note.— between the members in this p 


and those in Table I are due to numerous factors th, 
distance from hospital, continued care under private 


Endocrine Disorders 


The patients in the endocrinological group have been 
maintained on oral cortisone under the supervision of 
Dr. P. M. F. Bishop and have been seen regularly at the 
endocrinological out-patient department. 

Since October, 1952, the patients with Addison's disease 
have been maintained on 12.5 mg. of cortisone by mouth 
daily and periodic D.C.A. implants. In addition to the daily 
dose of cortisone, each patient is supplied with an emer- 
gency ration of 100 mg. of cortisone and 3 g. of oxytetra- 
cycline (“ terramycin ”) which is for immediate consumption 
in case of sudden appearance of untoward signs—severe in- 
fection of any kind, vomiting, fever. Patients are instructed 
to report to hospital as soon as possible for further care 
on these occasions. So far the general health of these 
patients has been better than when they were maintained 
on D.C.A. implants alone. Their cases will be reported in 
full at a later date. 

Four patients with hypopituitarism have beén given 
cortisone as daily maintenance treatment, with good re- 
sponse to 12.5 mg. a day in two. A poor result has been 
obtained in the other two ; one of these failed to respond 
to as much as 50 mg. a day. 

The single case of congenital adrenal hyperplasia has 
responded well to daily doses of 25 mg. of cortisone as 
reported by Wilkins et al. (1951). Her 17-ketosteroid out- 
put has decreased and there was commencing breast 
development. 


Non-endocrine Conditions / 


The remaining cases have been followed at a regularly 
scheduled out-patient session. This permits regular exami- 
nation and laboratory follow-up when necessary. Patients 
who are on treatment are seen weekly or fortnightly ; 
others slightly less often. 

Maintenance therapy, in order of frequency of use, has 
consisted. of: (a) 20-35 mg. of A.C.T.H. administered 
intravenously over an eight-hour period twice or three 
times weekly. (b) Combinations of one or two intravenous 
infusions as above and one or two intramuscular injections 
of 20 mg. of A.C.T.H. gel, so that patients received the 
equivalent of two or three days’ prolonged adrenal cortical 
stimulation. (c) Combinations of intravenous A.C.T.H. 


drips two or three times a week and 50-100 mg. of 
cortisone, in divided oral doses, on one, two, or three of 
the off days. (d) Oral cortisone tablets in divided doses. 

Our findings are in line with those of Thorn and others 
in that 20-40 mg. of A.C.T.H. gel is as effective as an 
eight- to ten-hour drip of 20-40 mg. of lyophylized 
A.C.T.H. Only small supplies of gel were available during 
the period of this review. 

If intravenous therapy is ordered, the patients arrive 
about 9 a.m., weigh, urinate, and then sit in comfortable 
armchairs to receive the drip, which usually finishes between 
5 and 6 p.m. This is more convenient for reading, eating, 
and chatting with fellow “drips,” and makes it possible 
to bring these patients into a busy hospital ward without 
overcrowding or disrupting the usual. order of business. 
No patient has registered dissatisfaction at the use of arm- 
chairs ; in fact, most of them have expressed a definite 
preference for the chair versus the bed. 

During this long-term out-patient therapy we have used 
the clinical laboratory rather sparingly, not attempting any 
extensive metabolic follow-up. Serum sodium and potas- 
sium levels have been carried out weekly or fortnightly. 
Occasional blood counts, urinalyses, blood sugars, chest 
films, sedimentation rates, serum protein determinations, 
etc., have been performed as necessary. Antibiotics 
(particularly depot penicillin or oxytetracycline tablets) 
have been prescribed freely whenever there has been 
evidence of infection. Potassium chloride has been taken 
by all long-term patients in 3- or 4-g. amounts depending 
upon their serum levels. The decision to terminate steroid 
treatment has been reached arbitrarily in discussions with 
the original consultant. Criteria have varied with the 
different diseases, but, in general, the key point has been 
that the patient’s condition must have been static for four 
to eight weeks. Treatment was restarted at the first con- 
clusive evidence of relapse, and has usually produced a 
response adequate enough to obviate admission to hospital. 


Results 
Polyarteritis Nodosa 


Three patients were referred to the follow-up clinic: 
reports on them are given below. 


Case A.—A woman of 35 was desperately i!l when cortisone ° 


therapy was begun. She had been asthmatic for some years and 
was admitted in congestive heart failure with pulmonary infection 
and intense bronchospasm. There was a scaly rash on fore- 
head and cheeks, her urine contained albumin and red cells, and 
there was a 25% blood eosinophilia. One month earlier she had 
had an acute pneumonic episode which had responded to peni- 
cillin. Intramuscular cortisone (100 mg. twice on the first day 
and subsequently once daily) was given together with chloram- 
phenicol. Improvement was rapid, although the oedema persisted 
in spite of mersalyl injections. Cortisone was stopped after three 
weeks in order to produce a diuresis. She relapsed almost at 
once and developed a mononeuritis multiplex. Cortisone was 
reinstituted, and the daily dose was then gradually reduced to 
37 mg. orally; she then again began to go downhill and was 
given intravenous A.C.T.H. therapy. She has had continuous 
steroid therapy for 16 months and is at present well and able to 
perform the normal duties of a housewife. She is subject to 
occasional asthmatic attacks and still has a mild tachycardia. 
She continues to receive A.C.T.H., 20 mg. either as gel or by 
intravenous drip on three days a week and 100 mg. of oral 
cortisone at week-ends. Any attempt to reduce this dosage is 
almost immediately followed by a recrudescence of her disease. 


Case B.—A man of 52 had a history of a pyrexial illness with 
marked loss of weight for eight months. He had had a haem- 
optysis, and serial x-ray films showed patchy transient con- 
solidations in various parts of the lung fields. There were raised 
purpuric plaques over the hands and legs. He was hypertensive, 
and the urine contained albumin and casts. Occasional speci- 
mens showed glycosuria, but glucose-tolerance tests before and 
during steroid therapy were normal. Intravenous A.C.T.H. 
(20-30 mg. daily) was started, and after six weeks this was re- 
duced to 10 mg. three times a week, with 25 mg. of oral 
cortisone on other days. Within three weeks he developed 
severe conjunctivitis, and purpura returned on the legs. Increas- 


ing the intravenous dose of A.C.T.H. to 25 mg., and then to - 
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40 mg., two or three times a week did- not prevent a slow 
deterioration, and he was readmitted for a month’s intensive 
therapy with daily A.C.T.H. (20-25 mg. by intravenous drip or as 
gel). He improved greatly and after a further month in hospital, 
during which he received similar treatment on alternate days, 
he was discharged in complete remission. He has had out-patient 
A.C.T.H. treatment three times a week since and also con- 
tinuous cortisone (100 mg. daily) but his purpura has again 
returned and the sedimentation rate, normal on discharge, has 
risen to 74 mm. in one hour (Westergren). He has, however, 
had little constitutional disturbance. Improved supplies of gel 
have enabled us to give him A.C.T.H. daily as an out-patient 
and he is again improving. Ten months after steroid therapy was 
started it was cextain that neither 100 mg. of cortisone daily nor 
20 mg. of A.C.T.H. three times a week (by intravenous drip or 
gel) would keep his disease fully controlled. This case has 
already been reported in full (Baker, 1953). 

No spontaneous remission has therefore been produced 
in either Case 1 or Case 2 over sixteen and ten months 
respectively. 

Case C-—A man of 45 had had a pyrexial illness for three 
months with polyarteritis, hypertension, and mild renal involve- 
ment. He then developed a patchy peripheral neuritis and his 
blood showed a mild eosinophilia. He was treated with intra- 
venous A.C.T.H., 20-30 mg. daily, for two weeks and then on 
alternate days for a similar period. He made a complete re- 
covery apart from slight residual paraesthesia and has been 
followed for a further five months without any sign of relapse. 

Special Complication—During the four weeks the third 
patient received A.C.T.H. he developed diabetes. This is 
said to be rare (Jenkins, 1953). Glycosuria had been found 
on several occasions before treatment, and two glucose- 
tolerance tests showed curves of the “lag” type. During 
treatment he lost 5 Ib. (2.3 kg.) in weight in spite of obvious 
clinical improvement. All specimens of urine showed a 
brick-red reduction of Benedict’s solution at this time. A 
third glucose-tolerance test, a week after treatment had 
finished, showed a severe diabetic response, but a further 
test a week later was almost normal. No glycosuria has 
been found at out-patient attendances since. At no time 
did he receive insulin. Results of the glucose-tolerance 
tests are shown in Table III. 


TABLE IlI.—Results of Glucose-tolerance Tests in Case C 


on Blood Sugars (mg./100 ml.) 
te 

Fasting $hr. | Thr. 14 hr. 2 hr. 24 hr. 
28/1/53 121 225 230 160 128 100 
4/2/53 110 207 223 164 113 — 
17/3/53 466 530 611 — 500 424 
23/3/53 161 194 182 127 127 119 


A.C.T.H. therapy was given from February 5 to March 6. 


Disseminated Lupus Erythematosus 
Two patients in whom the diagnosis has been confirmed 
by the demonstration of L.E. cells have been followed. 


Case D.—A girl of 19 was admitted in May, 1951, severely ill 
with high pyrexia, polyarthritis, and the typical butterfly rash. 
She had had two previous acute episodes—the first in 1947, when 
she was in hospital for eight months with joint involvement and 
pericardial and pleural effusions, and the second in 1949, poly- 
arthritis being the predominant symptom. She received intra- 
muscular A.C.T.H. (50-80 mg. daily in four divided injections) 
for three weeks in June, 1951, but this was only partially success- 
ful in limiting the disease. Five weeks later a second course 
was started, the total daily dose being increased to 150 mg. At 
first she responded well, but in the third week an injection 
abscess caused her temperature to rise again. A.C.T.H. was 
stopped after 24 days and treatment by surgical incision and 


antibiotics was started. She improved steadily after this, and 


was discharged in September feeling well, although she still had 
a low-grade pyrexia and a high E.S.R. 

A satisfactory remission continued for nine months, when high 
fever, anaemia, and arthritis returned and she was readmitted 
again severely ill. A.C.T.H. intravenous drips (45 mg. reduced 
gradually to 20 mg.) were given daily for three weeks and then 
oral cortisone, 75 mg. a day, was substituted. Her response to 
the A.C.T.H. had been excellent, but she lost ground during the 


six weeks she received oral cortisone, low-grade pyrexia and joint 
swelling returning. A.C.T.H. drips twice a week (50 mg.) were 
started, with cortisone, 25 mg., on the other days. This com- 
pletely controlled her symptoms and she was discharged on out- 
patient treatment. The cortisone was omitted after two more 
months, and she received two intravenous A.C.T.H. drips 
(25-40 mg.) a week with a third injection of A.C.T.H. gel (20 mg.) 
on an intermediate day. On this regime she has felt better than at 
any time since 1947 and is completely apyrexial. The E.S.R., 
however, remains moderately raised. Steroid therapy was stopped 
at the beginning of July, 1953, and she remained completely 
well, although there has been a further increase in the E.S.R. 
(from 40 to 77 mm. in one hour). It is of interest that in 
February, 1953, while in remission on maintenance steroid 
therapy, she developed vertigo. Clinical examination revealed 
nystagmus on gaze to either side. Without alteration of treatment 
the vertigo disappeared in three weeks, while the nystagmus has 
persisted in diminishing intensity since. Electroencephalograms 
were performed during the vertiginous period and for four 
months afterwards. The former showed long periods of slow 
and fast activity, with spikes and waves on overbreathing and 
photic stimulation which were interpreted by Dr. D. A. Pond 
as being somewhat similar to those seen in epilepsy. Epilepti- 
form seizures are now well recognized in disseminated lupus 
erythematosus (Sedgwick and Von Hagen, 1948; Russell ef al., 
1951). The latter tracing was regarded as approximately normal. 
This patient noticed some menstrual irregularity during her pro- 
longed course of maintenance therapy. 


Case E.—A woman of 35 had had several previous attacks of 
joint swellings associated with lesions of the fingers originally 
diagnosed as chilblains. These occurred when she was 13, 21, 
23, 27, and 34 years of age. They seemed to respond to gold 
therapy, and she was well in between the attacks. Six months 
before her admission to Guy’s in May, 1951, she experienced 
severe generalized joint involvement and the rash appeared on 
the arms and face for the first time. She rapidly became very 
ill, with a high p$rexia. Intramuscular A.C.T.H. therapy (S0- 
100 mg. in four divided doses) was given daily for four weeks 
and then it was changed to a daily dose of 100 mg. of intra-~ 
muscular cortisone for a three weeks. A complete re- 
mission was produced, although a low-grade pyrexia returned 
two weeks after stopping treatment. For the next 18 months 
she remained in partial remission, but her skin never completely 
cleared and she had bouts of low-grade pyrexia and joint involve- 
ment. In the spring of 1953 she began to relapse rapidly and 
was readmitted. She received A.C.T.H. gel daily for one week, 
followed by a similar dose on alternate days for a fortnight. 
Complete remission occurred, and she was. discharged on out- 
patient treatment at the end of May. For two months she 
received cortisone (75-100 mg. orally) daily for two weeks each 
month. She lives too far away to make drip therapy practicable. 
She is moderately well, but relapses during the weeks off 
treatment. 

While the spontaneous remissions and exacerbations in 
these two patients make it difficult to assess the value of 
maintenance therapy, it seems that their disease has reached 
a stage when steady deterioration is to be expected in the 
absence of steroid therapy, and that they will be able to 
lead active lives only if this is continued indefinitely. It 
has certainly proved dramatic in combating the acute stages 


of the disease. 


Subacute Collagen Disease 
A woman of 47 was admitted in November, 1952, with pyrexia, 
polyarthritis, and pericarditis of one week’s duration. There was 
no previous history of rheumatic fever. The E.S.R. was 130 mm. 
in one hour, the blood showed an eosinopenia and the serum 
albumin was reduced. She had no rash, however, and marrow 
study failed to reveal Hargreaves cells. The diagnosis is still 
uncertain. Salicylates produced no improvement, but she rapidly 
responded to a daily intramuscular injection of cortisone 
(100 mg.). This was gradually reduced until after six weeks she 
was, receiving 25 mg. orally when she relapsed. Intrayenous 
A.C.T.H. produced immediate response, and she was discharged 
to out-patient treatment on three drips a week, which was later 
changed to cortisone, 75 mg. orally daily. She was so well that after 
five months all steroid therapy was stopped. Within a week the 
E.S.R. had risen from 15 to 84 mm. in one hour, and a few days 
later symptoms of pericarditis returned. These immediately 
disappeared when drip A.C.T.H. therapy was restarted, and she 
was then well and about to return to out-patient maintenance 
treatment. It appears that she will require continuous treatment 
for an indefinite period. 
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Scleroderma 


We found A.C.T.H. or cortisone of little value in the 
far-advanced cases with visceral involvement and marked 
contractures, so that in such patients no attempt at pro- 
longed maintenance therapy was made. Five patients with 
early to moderate sclerodermatous changes have been 
followed up for from five to fourteen months. Each has 
obtained a good response to intensive courses of A.C.T.H. 
but have relapsed between courses, slipping further down- 
hill with each relapse. Three have now received continuous 
out-patient treatment with A.C.T.H. for three, two, and two 
months, with encouraging results. Another has improved 
on oral cortisone intermittently for six months. The fifth 
patient, who lived too far away for regular maintenance 
treatment has benefited from frequent periods in hospital 
for monthly courses of treatment during the past year. 

Scleroderma in its early stages would appear to demand 
the highest priority for A.C.T.H. or cortisone, and it seems 
likely that a programme of almost continuous treatment 
will be necessary. It is now our practice to give each new 
case an intensive course of A.C.T.H. therapy (20-30 mg. 
daily by drip or gel) for one month and then decide whether 
the improvement seen makes long-term treatment worth 
while. 

Rheumatoid Arthritis 

The shortage of supplies has enabled us to undertake 
long-term treatment on only one patient with rheumatoid 
arthritis, and no conclusions can be drawn from this single 
case, 

Pemphigus 

Of the nine patients with pemphigus who received steroid 
therapy, six were subsequently referred for long-term treat- 
ment. Details of these cases are given in Table IV. 


(Cases 3 and 4) occurred while the patients were receiving 
50 mg. of oral cortisone a day. These patients have at all 
times responded to A.C.T.H. gel or intravenous drip, a 
daily dose of 20 mg. usually being adequate, although it 
has been necessary to give as much as 40 mg. for the first 
few days. Once the disease has been brought under control 
no relapse has occurred while the patients have been 
receiving three injections of 20 mg. of A.C.T.H. a week 
either as gel or by intravenous drip. 

If cortisone is to be used in the treatment of pemphigus, 
therefore, a daily dose of 300 or 400 mg. may be necessary, 
and we consider that A.C.T.H., given either as ge] or an 
intravenous drip, is the most economical method of 
treatment. 

The longest remission so far obtained without treatment 
is nine months (Case 1), while two patients (Cases 2 and 6) 
are still well six and three months after the cessation of 
steroid treatment. 

Special Complications—As might be expected when 
treatment with high doses has to be continued for long 
periods, two of these patients developed many “ Cushin- 
goid” features, but these regressed slowly when treatment 
was interrupted. ; 


Exfoliative Psoriasis 


Two cases which had been treated with most of the widely 
used remedies were thought severe enough to warrant steroid 
therapy. Both responded remarkably to daily intravenous 
A.C.T.H. over periods of three to six weeks. After that, 
one was just barely maintained for two and a half months 
with a few skin plaques on three prolonged drips a week ; 
when treatment was stopped he relapsed completely in 
three weeks, and required another intensive course for two 
weeks before reaching a point where out-patient main- 


TABLE IV 
Case Sex Age Diagnosis Condition before Treatment since Initial Ri Condition on July 31, 1953 
‘ore ce Ini emission on ® 
No. Therapy (Months) 
1 F 53 P. vulgaris | Generalized pemphigus of mouth and 25 9 trea t. Very well. Occa- 
body. Dangerously sional oral blisters 
2 F 61 - - Oral blisters; conjunctivitis. General 21 6 No treatment. Very well. Occa- 
condition fair sional oral blisters 
3 F 55 a Oral blisters. General condition fair 18 3 On treatment. Well and working. 
Occasional blisters 
4 F 52 »» Oliaceus | Generalized higus; heart failure. 12 4 Well but lesions relapsing on face 
(retreated 10 8 53) 
5 F 75 » vegetans | Oral blisters; crops starting on body. 9 0 On treatment. Vegetans lesions still 
Moderately ill a a on face. Constitutionally 
wel 
6 F 69 ‘ Generalized pemphigus; vegetans le- 8 3° Very well. Occasional blister. No 
sions on neck. Dangerously ill ‘ treatment 
* Remission continuing. 


Three of these six were critically ill when treatment was 
started, while the remainder, although having less con- 
stitutional disturbance, had extensive oral lesions which 
seriously affected nutrition. Skin lesions were present in 
all cases. They have been followed up for periods varying 
from eight to twenty-five months, and five of the six are 
leading full active lives with no more disability than an 
occasional blister. The sixth (Case 5) developed crusted 
“ vegetans” lesions over most of the face which harboured 
Staph. aureus infection. These have so far resisted all 
attempts at steroid and antibiotic therapy. She is, however, 
constitutionally well, and new blister formation has been 
prevented. Since without steroid therapy all these patients 
would almost certainly be dead, pemphigus is obviously an 
absolute indication for prolonged treatment with A.C.T.H. 
or cortisone. 

Two cases (1 and 4) were initially controlled by daily 
intramuscular doses of 200-300 mg. of cortisone for three 
days followed by 100 mg. Case 2, however, showed no 
improvement on 100 mg. of intramuscular cortisone daily 
for ten days, while a relapse of Case 3 failed to respond 
to 200 mg. of cortisone daily. Furthermore, two relapses 


tenance was again feasible. As two more months of high 
doses of A.C.T.H. three times weekly plus cortisone tablets 
at the week-end failed to prevent slow deterioration, all 


steroid therapy was abandoned for a trial period. 


The other patient was admitted with widespread psoriasis 
and pneumonia. Treatment with antibiotics preceded the 
use of A.C.T.H. by about a-week. Response was excellent 
while in the ward, but out-patient maintenance was ham- 
pered by her requirement of large quantities of A.C.T.H. 
and by irregular attendance due to personal affairs. Even- 
tually her steroid treatment was discontinued. 

Complications.—After receiving pig A.C.T.H. for a period 
of three and a half months, the first patient with psoriasis 
began to suffer with widespread angioneurotic oedema 
following and/or during intravenous administration. This 
was the only drug he was receiving at the time. Skin tests 
were negative. Treatment was stopped until ox A.C.T.H. 
could be obtained ; during his two months’ treatment with 
this he encountered no difficulty. From our experience with 
these two patients we do not consider that steroid therapy 


is indicated in the long-term treatment of exfoliative - 


psoriasis, although it may be of great value in tiding over 
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the acute exacerbations which occur from time to time. 
These patients required greater quantities of A.C.T.H. to 
suppress their disease adequately and continuously than. did 
any other group treated. The maintenance dose of cortisone 
required was never determined, but it seems certain that 
it exceeded 100 mg. a day. 


Chronic, Non-granulomatous Uveitis 

These cases usually are well controlled for long periods 
on small (25 mg.) daily doses of cortisone by mouth. All 
four patients have responded to steroids administered in 
various methods, including cortisone by subconjunctival 
instillation or drops. Relapses, occurring while patients 
were receiving local applications, have responded to 
systematic administration. An occasional seven- to ten-day 
period of intensive A.C.T.H. therapy has been followed 
by relatively long symptom-free periods. One patient was 
maintained completely symptom-free for three and a half 
months with two A.C.T.H. drips a week. Following 
cessation of treatment she went two months before misty 
vision and ocular discomfort returned. She then responded 
to small doses of oral cortisone. 


Choroiditis, Non-specific 

Two patients have been given intensive courses of A.C.T.H. 
and a two-months follow-up on out-patient steroid treat- 
ment. Most of the improvement took place during the first 
three weeks of treatment. There has been no evidence of 
relapse in five months since treatment was stopped in one ; 
after three months the other patient noted some return of 
visual symptoms which responded to oral cortisone (25- 


50 mg. daily). 
Discussion 


The continued satisfactory response to A.C.T.H. and/or 
cortisone two or three times a week of these patients with 
disseminated lupus erythematosus, polyarteritis, scleroderma, 
choroiditis, and chronic non-granulomatous uveitis deserves 
emphasis. Similarly, in accordance with Lever’s (1953) 
findings, five of our patients with pemphigus have shown 
excellent response to prolonged therapy ; when relapse has 
occurred two weeks to nine months after cessation of 
steroid treatment, feinstitution of treatment has quickly 
produced regression of lesions. The least satisfactory 
results have been achieved in the two patients with 
exfoliative psoriasis who required larger doses of drug 
more frequently. This was mentioned by Lever (1951). 
In addition, each of these patients had some associated 
emotional factors which have been found to be so impor- 
tant in severe psoriasis. 

This method of out-patient management offers several 
worthy features: maintenance of the patient’s  self- 
confidence, outside contacts, and home life ; continued, 
rather close, observation by the physician; a tendency to 
lessen the prolonged stimulatory effects (Ingle, 1950; 
Gordon et al., 1951) of A.C.T.H. and A.C.T.H. gel (Frazier, 
1953) and the adrenal hypoplasia resulting from prolonged 
cortisone administration (Forsham ef al., 1950; Sprague 
et al., 1950); and it diminishes the cost of the drugs per 
patient and makes more hospital beds available. 

The outstanding lament sounded repeatedly in articles 
describing the remarkable results obtained with A.C.T.H. 
and cortisone in diseases of the type mentioned here is their 
temporary nature, due to the cost of the drug used, the 
accumulating untoward side-effects, and problems of admin- 
istration in the case of A.C.T.H. Intermittent dosage as 
used by Lever and described above seems to be a partial 
answer to these difficulties and seems worthy of general 
trial. Russell et al. (1951) mentioned intermittent treat- 
ment with lyophilized A.C.T.H. intramuscularly on a 
follow-up basis in some of their patients with disseminated 
lupus. However, they did not elaborate on the details of 
treatment or their results. Slow intravenous drip therapy 
can be offered to out-patients effectively on an intermittent 


schedule with little inconvenience to any of the parties con- 
cerned—patients, ward fhurses, or physicians. A.C.T.H. gel 
has likewise been used satisfactorily on intermittent-dosage _ 
schedule in amounts equivalent to that (lyophilized) used 
for one intravenous drip. The advantages of a single intra- 
muscular injection which can be given by the patient’s own 
doctor are obvious. Recently the supplies of gel have 
increased substantially, and it seems that this will be the 
ideal method for continuous steroid therapy. Patients need 
attend hospital only for assessment and regulation of dosage 
at weekly or biweekly intervals, so that many will be 
enabled to return to work, which was impossible while the 
necessity for regular intravenous drip therapy continued. 


; Summary 

A brief review of cortisone and A.C.T.H. therapy at 
Guy’s Hospital from December, 1950, to July, 1953, is 
presented. In the early stages;set courses, generally of 
three weeks’ duration, were given, the various dosage 
schemes of which are described. The diagnoses of the 
185 patients who received treatment are tabulated. 

Complications encountered included’ three cases of 
gastro-intestinal perforation with two deaths, three psy- 
chotic episodes, and one case of steroid diabetes. Four 
abscesses occurred at an injection site. 

It soon. became apparent that maintenance therapy 
was going to be essential in many cases, and the long- 
term treatment of 44 patients is discussed. Eighteen of 
these were suffering from Addison’s disease or pituitary 
dysfunction, and these were supervised at the endocrine 
clinic by Dr..P. M. F. Bishop. The remaining 26 cases 
were diagnosed as follows: polyarteritis nodosa (3) ; 
disseminated lupus erythematosus (2); subacute col- 
lagen disease (1) ; scleroderma (5) ; rheumatoid arthritis 
(1) ; pemphigus (6) ; exfoliative psoriasis (2) ; eye condi- 
tions (6). The manner in which these patients were 
treated as out-patients and their subsequent progress 
are described in detail. The results obtained proved 
highly satisfactory. Many patients entered a phase of . 
remission enabling treatment to be stopped, at any rate 
for a time. The two patients with exfoliative psoriasis 
responded poorly, although the acute phase of the con- 
dition was greatly helped temporarily. 

The manner in which limited supplies of A.C,T.H. 
may be conserved by the use of slow intravenous drip 
therapy is stressed. 


We should like to thank the physicians under whose care the 
patients were admitted for the help and co-operation we received 
from them. In particular we should like to thank Dr. E. J. 
Moynahan under whose care four of the pemphigus cases were 
a He proposes to publish these in greater detail at a 

ter date. 
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For years the popular opinion of coal-miners’ nystagmus 
has been that it is a psychological disease and that the 
men are hysterical, anxious, obsessional, pathologically 
truculent, or, indeed, doubtfully genuine (Culpin, 1932). 
Moreover, Halliday (1948) has implied that the disease 
is ““ psychosocial.” On the other hand, a previous study 
(Browne et al., 1950) suggested that miners who develop 
the disease are very much like those who do not. In the 
first comparison the men were certified in 1942, and in 
the second, which is described in this paper, in 1950, so 
that any reproducibility of the main results after a period 
of eight years and in different groups of men may lend 
some weight to the original conclusions. 

The problem in this disease is to apportion the cause 
between the physical conditions of the miner’s work and 
the psychological and social setting of his life. 


The Method 


Fifty consecutive cases from County Durham were 
studied. In each case a certificate of disablement for the 
disease had been granted by the same certifying medical 
practitioner, They were matched with 50 normal men who 
were the controls, and who were chosen from the same 29 
different collieries at which the men with nystagmus had 
been working when they were certified. These collieries 
were visited, and the names were selected at random from 
their office records to match, by age (so far as possible to 
the nearest decade) and occupation, the men with nystagmus 
who had worked there. All but three of the controls 
attended for examination; one of them developed nystag- 
mus after his name had been selected, and the other two 
refused to come. One had “ never been able to pull himself 
together” since his son was killed seven years before, and 
the mere thought of attending hospital upset him. The other 
was a man with a suspicious turn of mind who could not 
understand the method of selection. 

A special clinic was institutéd for this work, where the 
men were seen throughout by the same clinician, who took 
their medical and occupational histories and made a simple 
physical examination. They were also seen by an almoner, 
who inquired into their social background. 


Results of Medical Study 
Table | shows the number of miners in each decade and 
also the mean ages of the two groups. This was 52 vears 
8 months for the men with nystagmus, and 51 years 2 


Taste 1.—Number of Miners in Each Decade and Mean Aces 
of the Two Groups 


No. of Miners 
Age 
Nystagmus Control 
25-34 years 1 0 
35-44, 9 12 
45-54 ,, 19 17 
5 a 16 15 
65-74 ,, : 5 3 
Mean age .. a 52 8/12 51 2/12 


months for the control group. The usual age of onset 
given in the literature is 45, and it therefore seems that 
the age of onset is tending to rise. 

The previous illnesses of the two groups were almost 
identical (Table ID. The term “nervous illness” includes 
psychological as well as neurological conditions, but only 


TABLE II.—Previous Illnesses 


Illness Nystagmus Control 
Infections 2 2 
Nervous 3 1 
Respiratory 9 8 
Circulatory 0 0 
Digestive 7 8 
Peptic 4 2 
Skin 4 7 
Bones 5 4 

a 1 0 
Total .. 35 32 


two more of the men with nystagmus than of the controls 
complained of them. The pattern of complaints for diges 
tive diseases, peptic ulcer separately, and skin disease i: 
also about the same in both groups of men. However, thc 
pulse rate (Table III) of the men with nystagmus tend< 


TasBLe IIl.—Summary of the Physical Findings 


Statistical 
Average Nystagmus Control Signific: . ance 

Pulse rate i 79 71 <0-005 
Respiration rate 19 18 0-04 
Blood pressure: 

Systolic (mm. Hg) .. 147 136 0-04 

Diastolic (mm. Hg) . . 87 80 0-0! 
Height .. A aS 66 in (168 cm.) | 67 in. (170cm.) 
Weight .. 146 Ib. (66-2 kg.) | 150 Ib. (68 kg.) 


to be a little higher than that of the controls, and the samc 
tendency is shown by the respiration rate and the blood 
pressure. These are unlikely to be chance findings, but the 
values, even for the men with nystagmus, can hardly be 
regarded as abnormal. The heights and weights of the two 
groups are, however, much the same. 


Results of Occupational Study 


The number of. years the two groups of men spent in 
various kinds of mining occupation is given in Table IV 
It shows that the men who broke down with nystagmus 
had, on the whole, graduated to face-work earlier thar 
had the controls. They had also served in the responsible 
position of deputy (or underground foreman) to a greater 
extent than the others. In the decade 15 to 24 the nystag- 
mus men spent 3.3 years on face-work, but the controls only 
2.2, and the. next two decades show a similar trend. For 
the job of deputy in the decade 35 to 44 the men with 
nystagmus spent 0.7 year and the controls 0.5, and the 
figures for the next two decades (0.8, 0.7; 0.3, 0.1) are 
similar. Fewer absolute man-years were worked by the 
control group, but this is largely because there are three 
fewer men in it. 

The type of lamp used by the two classes of men was not 
appreciably different (Table V), since both spent about 60%. 
of their working lives in oil light, about 27% in hand 
electric, about 6% in a naked light, and about 6% with 
the modern type of electric lamp which fits on to the 
protective hat. 

From the time of Snell (1892) it has always been thought 
that nystagmus was found more often among men who 
worked in low seams. It is not easy to find figures to 
support this, but it is indeed a reasonable supposition on 
clinical grounds, because oscillations of the eyes are elicited 
most easily either when a man is stooping or when he is 
looking up—both of which he has to do when the roof is 
not high enough for him to stand up straight, or low 
enough to force him to be on his face, side, or back. 
Table VI shows the heights in which the men worked. 


ert = 
4 
< 


The nystagmus group spent about 15% more time in seams 
of 3 ft. to 4 ft. 11 in. (91 to 150 cm.), and consequently 
less of its time in seams higher or lower than this, The 
odds against this connexion between nystagmus and working 
in this seam height being due to chance are less than one 
in a thousand (x?=37.0. P<0.001). There is therefore statis- 
tical support for Snell’s original idea that nystagmus is 
found more often among the men who work in low seams. 
However, it is not the lowest seams that do the damage, 
but those of intermediate height, which cause the men to 
bend forward and look up at the same time. 


Results of Social Study 


Fourteen of the men with nystagmus and 17 of the con- 
trols were born and bred in the village in which they were 
living. Twenty-eight in each group came from elsewhere in 
County Durham, and only eight with nystagmus and two 
controls came from outside it, while all the men started 
their working lives within the area of the Durham coalfield 
(Table VII). 


Taste VII.—Number of Men by Birthplace, Father’s Job, and 
Their Own Preference for Work . 


Birthplace Father’s Job Own Job Preference 


Un- 
known 


Else- | Coal- 


Village 
Same | where | miner 


County| 


Present! 


Nystag- 


mus 19 
Control 


20 


10 
12 


21 
15 


41 
42 


28 


14 
17 28 


Seven men with nystagmus and six controls had their 
early home life upset by the death of one or both parents, 
and one in each group had an acutely disturbed childhood 
deprived of normal parental care. But only one man in 
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TABLE 1V.—Relative Number of Years Spent in Each Mining Job 
Age: 15-24 25-34 35-44 45-54 55-64 Total 
Occupation Nys. Cont. Nys. Cont. Nys. Cont. Nys. Cont. Nys. Cont. Nys. Cont. 
Surface 1-0 0-8 0-5 0-9 0-2 0-2 0-6 0-2 1-3 1-3 3-6 3-4 
Haulage 2-7 3-0 0-4 0-7 0-1 0-4 0-4 0-8 2-0. 2-0 5-6 69 
Putting 3-0 4-0 0-4 0-4 0-0 0-1 0-0 0-0 0-0 0-0 3-4 4-5 
Face-work 3-3 2-2 8-6 8-0 9-0 8-8 8-2 8-4 6-4 6-6 35-5 34-0 
Deputy 0-0 0-0 0-0 0-0 0-7 0-5 0-8 0-7 0-3 0-1 1-8 1-3 
Total 10-0 10-0 9-9 10-0 10-0 10-0 10-0 10-1 10-0 10-0 49-9 50-4 
Absolute man- 
years worked | 500 470 499 470 460 423 325 259 122 91 |. 1,906 1,713 
TasLe V.—Types of Lighting Used each group spoke of childhood as an unhappy period ; the 
man with nystagmus had finally run away to live with a . 
Nystagmus Control sister ; the control said that “drink was his father’s down- 
Lighting Years Years fall.” All the other men in both groups appeared to have 
- . No % had normal home backgrounds. Varying degrees of poverty 
a % : = had been endured, but even when it had been “ scrub and 
aked light 104 6-1 112 69 go” it did not seem to have blighted the home. Many 
hand of these men had gone short of clothes as children, but 
» cap 90 5-3 102 6-3 they had seldom gone short of food. 

Total 1,693 99-9 1,626 100-1 Most of them had taken it for granted that they would 
go ‘into the pits as soon as they left school. Even those 
who had the offer of different work often chose the pits 

TaB_s VI.—Heights in Which the Men Worked in order to remain with their schoolmates, and a few went 
into mining in spite of strong opposition from their parents. 

Nystagmus Control The range of youthful ambitions among those who would 
Height of Seam Tee Years have preferred some other work was much the ‘same in 
- “ both groups. None seemed to have been strenuously 

: No. % No. % opposed to the idea of mining. 
Under 3 ft. (91 cm.) 257 22-8 337 31-8 Two of the men with nystagmus were under 20 when 
352 33 they married, and one was over 35. Five of them were 
: single. Seventeen of the controls were under 24 when they 
baees — | — | married, 4 were over 35, and 2 were single, which represents 


only an insignificant difference between the two groups 
(Table VIID. 


TaBLe VIII.—Number of Men by Age at Marriage and Type 
of House 


Age at Marriage (Years) Housing 

3 

6|i7| 4] 2] 20} 46] 6| 


After marriage, most of them moved into a house of 
their own after a few months spent in rooms or with in- 
laws, and a waiting period of longer than a year was un- 
common, Three in each group had to wait over five years 
before they: could set up as a separate household, and one 
control had lived apart from his wife for six years until 
a house became available. 

Two men with nystagmus and two controls were 
widowers. Two other men with nystagmus and one control 
had lost their first wives and married again later in life. 
One of the widowers with nystagmus had remarried, but 
had lost his second wife as well. One man with nystagmus 
and three controls mentioned other serious domestic 
tragedies. What was probably by far the heaviest emotional 
load had been carried by one of the controls whose wife 
had never fully recovered from a mental illness following 
the loss of her baby. One man with nystagmus whose 
wife “suffered with her nerves” may have had a rather 
difficult home background, and one other had a wife who 
was diabetic and probably had low social standards as well. 
There was no indication of severe matrimonial difficulties 
ons the case of one control who was separated from 
his wife. 
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Five men with nystagmus and two controls remained 
unmarried. One in each group lived in lodgings. The single 
man with nystagmus had been in the same lodgings for 
over 40 years. The control had changed lodgings twice in 
the past 27 years. One man with nystagmus was living by 
himself in his own bungalow. The other single men lived 
with relatives. 

The homes were not visited, but only two men with 
nystagmus and one control said that their houses were in 
poor condition and overcrowded. There were no com- 
plaints from any of the others. 

The men were asked what they liked doing in their spare 
time, and Table [X shows what they put first in their spon- 
taneous answer, as well as the other activities which they 


TasBLe [X.—Leisure Activities 


Nystagmus Control 
Main Other Main Other 
Interest | Activities} Interest | Activities 

Garden, greenhouse, or 13 8 11 8 
Joi pul 

Work for union, chapel, or other 

group .. 2 2 1 2 
F outings, and travel 2 a 1 1 
Watching foot and other 
Cluband pub . 5 
Reading 3 t 
Doing nothing | 4 _ 8 _ 


mentioned. . Twenty-one men with nystagmus and 19 con- 


trols liked gardening, though some of the nystagmus group . 


had been forced to give it up because it meant stooping. 
Twenty-one in each group enjoyed watching football or 
other sports. These were the most popular spare-time occu- 
pations, but a variety of others, both active and passive, 
were mentioned. One man in each group spent most of 
his leisure time on trade union work. Twelve men with 
nystagmus and ten controls had three or more separate 
spare-time activities apiece. At the other end of the'scale, 
nine men with nystagmus and twelve controls had scarcely 
any outside interests at all. 

Two men with nystagmus and three controls seemed well 
below the average in intelligence. At the upper end of the 
scale there were some highly intelligent men in both groups, 
but the gradation to these from the rank and file was in 
small stages, and the differences could not fairly be judged 
subjectively. The general impression was that there was not 
much to choose between the two groups. 

One man in each group combined high intelligence with 
an unusually strong and stable personality and an active 
interest in outside affairs. Among the other memorable 
characters was a man with nystagmus who summed himself 
up by saying that “the three best things in life are singing, 
dancing, and rearing flowers.” One of the elderly controls, 
an original and enterprising man, was keen to discuss the 
history of wood-carving in various countries. 

Two in each group were excitable and voluble men who 
seemed a good deai less stable than the rest. Four men 
with nystagmus and two controls were very negative in 
temperament, backward in social contacts, and lacking in 
drive. These include the two men who had spent most of 
their childhood in institutions; they both seemed also of 
limited intelligence and both had remained unmarried. 
Another of the single men with nystagmus is included here, 
and a married control whose wife managed all his affairs 
for him. But in both groups the majority of men were 
solid ordinary miners with no outstanding characteristics. 


Discussion 


To select a group of conditions with well-marked but 
relatively inexplicable signs and symptoms, and to call them 


psychosomatic—as has happened in the case of coal-miners’ 
nystagmus—is apt to have a number of results which are 
not always beneficial to the patients. Research into the 
physical aspects and prevention of the disease are impeded. 
Sooner or later it gets around among the people suffering 
from it that they are “neurotic” or “no good,” and the 
same attitude is apt to infect both their employers and their 
doctors, with the result that once they are labelled or certi- 
fied they are apt to drift without adequate medical manage- 
ment. The past history of coal-miners’ nystagmus 
illustrates all these points. The pulse and respiration rates 
and blood pressures of men with this disease are higher 
than normal, and the reason for this is not immediately 
obvious. The- previous study (Browne ef al., 1950) showed 
that five years after removal from the conditions which 
caused the disease their systolic blood pressures were nor- 
mal, but their diastolic pressures were still significantly 
higher than those of the controls. On the other hand, as 
workmen and as family men they are not worse but, if any- 
thing, rather better than other coal-miners. Both investi- 
gations suggest that men who eventually contract the disease 
are, until this, rather better workmen than the others. This 
tends to support an opinion among mine managers that 
the disease attacks the more conscientious men. They live 
in the same sort of homes as other miners and have the 
same sort of interests. There is, however, a connexion 
between working in seams of intermediate height and the 
onset of the disease’in susceptible men which appears to 
be unlikely to be due to chance. ; 

It may perhaps be objected that the number of men seen 
is too small or the methods used are too coarse to display 
any differences between the groups. But if the test of life 
itself, so far as it can be simply measured, fails to reveal 
a difference between two groups of 50 men, they are surely, 
for practical purposes, identical. Workers (Ohm, 1916; 
Riesen, 1950; Browne, 1951) widely separated by both 
time and space have shown that nystagmus can be pro- 
duced in animals, whose visual apparatus is analogous to 
that of man, by simply keeping them in the dark, and that 
they recover when replaced in the light. This finding, to- 
gether with the repeated demonstration that men with and 
without nystagmus are alike in other respects, suggests the 
conclusion that the cause of the disease is somatic rather 
than psychological. 


Summary 

Fifty consecutive men with coal-miners’ nystagmus, 
who were given certificates of disablement by the same 
certifying medical practitioner, are compared with 47 
randomly*‘chosen miners without the disease, matched 
in respect of age, detailed job, and colliery. 

The medical histories, heights, and weights of the two 
groups were similar, but the’men with nystagmus had 
slightly higher pulse and respiration rates and blood 
pressures. The nystagmus group did not suffer more 
psychological disease than the controls. 

The men with nystagmus climbed their professional 
ladder a little more quickly and spent slightly more 
time at higher positions. They spent the same tinses 
in the different kinds of mine lighting, but had worked 
more in seams of medium height. 

The men with nystagmus marry at the same ages, live 
in the same types of house, and have the same work 
preference and interests outside work as do men without 
the disease. 

The results of this study confirm those of one made 
of men certified with the disease eight years before, 
and, when related to the experimental production of 
the condition, lend no support to the opinion that coal- 
miners’ nystagmus is primarily a ‘Psychological rather 
than a somatic condition. 
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There is a relation between the development of the 
disease in susceptible men and working in coal seams 
of intermediate height—3 ft. to 4 ft. 11 in. (91 to 


150 cm.). 


Acknowledgments are due to the National Coal Board for an 
expenses grant, to the National Union of Mineworkers for help 
in the organization of the work, and especially to the miners who 
acted as the control group, many of whom made long journeys 
to come for examination. 
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TREATMENT OF PERNICIOUS ANAEMIA 
WITH ORAL VITAMIN B::; WITHOUT 
KNOWN SOURCE OF INTRINSIC 
FACTOR 


BY 


J. N. M. CHALMERS, M.D., M.R.C.P., D.P.H. 
AND 


ZAIDA M. HALL, B.M., M.R.C.P. 
(From the Haematology Department, St. George’s Hospital 
and Medical School) 


Several groups of workers have investigated the effect 
of orally administered vitamin B,, in the megaloblastic 
anaemias. The majority of the reports have come from 
America, and include those by Berk ef al. (1948), Spies 
et al. (1949), Hall (1950), Meyer et al. (1950), Conley 
et al. (1951, 1952), Glass et al. (1952, 1953), and 
Unglaub ef al. (1954). British publications are those 
of Ungley (1950, 1951-2), and Girdwood (1953). 

It appears from these reports that single oral doses 
of vitamin B,, of less than 1,000 »g. have, in general, 
little effect, and that, while repeated daily doses of 50- 
100 »g. may cause some haematological response, the 
degree and length of improvement have been very vari- 
able. In some instances no responses were obtained. 
Spies and his colleagues concluded that a daily oral dose 
some 30 to 60 times that of a single intramuscular injec- 
tion is pecessary to obtain similar effect. 

Ungley (1950) first showed that a single massive oral dose 
of 3,000 »g. of vitamin B,, without any intrinsic factor 
was therapeutically effective in cases of pernicious anaemia 


in relapse, and this was confirmed by Conley et al. (1951) 
and Chalmers et al. (1951). The haemopoietic effect of 
smaller doses of oral vitamin B,, has been shown to be 
enhanced by giving it with normal gastric juice and 
other sources of intrinsic factor (see Ungley, 1950; 
Glass and Boyd, 1953; Latner et al., 1953). Haemato- 
logical responses have also been reported in cases of 
pernicious anaemia treated with oral aureomycin (Licht- 
man et al., 1950), and oral and parenteral penicillin were 
found to be effective in the megaloblastic anaemias 
described by Foy et al. (1952). If the intrinsic factor 
present in normal gastric juice acts by protecting vita- 
min B,, from utilization by intestinal bacteria, as was 
indirectly suggested by the work of Ternberg and Eakin 
(1949), these antibiotics may have increased absorption 
of the vitamin by alteration of the bacterial flora. 
Ungley (1950) tried to prove this by introducing vita- 
min B,, into a washed portion and a partially sterilized 
portion of the intestines of patients with pernicious 
anaemia in relapse, but no responses were obtained. 
In Ungley’s investigations the patients were given oral 
doses of vitamin B,, when fasting, and this condition 
was strictly observed in the following experiments, in 
which oral vitamin B,,, in amounts ranging from 
9,000 »g. in a single dose to repeated daily doses of 
50 »g., was administered without known source of intrin- 
sic factor to cases of megaloblastic anaemia in relapse. 


Material and Methods 


' Twelve of the patients studied were suffering from 
pernicious anaemia in relapse, with typical blood values, 
megaloblastic marrows, and histamine-fast achlorhydria. 
Three others had undergone gastrectomy, but resembled 
cases of pernicious anaemia in other respects, including 
their ultimate complete response to treatment with vitamin 
Biz. No free hydrochloric acid was found when test meals 
were attempted on these patients, and there were no symp- 
tomis or signs of steatorrhoea. Fat-balance studies were 
not made. Oral vitamin By was given after different 
periods of observation to ensure that there was a main- 
tained fall in pre-treatment blood-count values ; Case 11, 
who was known to have suffered from pernicious anaemia 
previously and to have responded to parenteral liver extract, 
did not want treatment restarted “ until it was necessary,” 
and provided for us a prolonged period of control 
observation. 

When in hospital, the patients were placed on a diet from 
which offal was excluded, with restriction of eggs, meat, 
milk, and cheese. Patients receiving single amounts of oral 
vitamin Biz were given the dose when fasting at 9 a.m., 
and no food or drink was permitted for four hours after- 
wards. When daily doses were employed it was found 
convenient to give the vitamin at midnight, no food or 
drink being taken between the hours of 6 p.m. and 6 a.m. 


TABLE 1.—Cases of Pernicious Anaemia and Post-gastrectomy Megaloblastic Anaemia treated with Single Oral Doses 
of Vitamin Br 


Values on 15th Day 
Single Sie after Single Dose of Reticulocyte Response 
Dose wa Oral Vitamin Bre Marrow after Treatment. Day of 
Case nd Oral Test in Parentheses . 
By G.% Mills. G % Mills. Maxi- | of Res- 
1 | 53 F | 9,000 ug. 9-9 2-30 29 12-7 3-44 40 11-4 5 ae 
2 | 70 F | 6,000 ,, 5-2 1-14 15 8-9 2-80 31 22:5 — M 
30007 | | | 38s] tor | 280 | 32 | 320 | | sharp | Normoblastic (6) 
5* | 56 F | 3,000 7-4 1-55 23 2-95 38 32-0 6 Marked porndt 
egaloblasts ppearing 
6* | 40 M | 2,000 ,, 11-5 2-80 34 13-3 3-70 39-5 9-5 5 
7* | 47 M | 1,000 ,, 68 1-42 19 71 1-50 21 8-6 6 Low Some increase normoblasts, but 
(9th day) 5 flat still many KF (3) 


* Megaloblastic anaemia occurring in patients who had undergone gastrec tomy. 
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Taste Il.—Cases of Pernicious Anaemia Treated with Daily Doses of 50 vg. Oral Vitamin Bu 


Marrow after Treatment. 


Normoblastic with some 


transitional forms (11) 


transitional forms present 


a 
¢ 


Normoblastic 


ts an 


megalo' 


transitional forms (15) 


Type Day of Test in Parentheses 
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= 
5 
Selena 
> 
ae 
|e 
2g 
u = ity | 
235 
> 
| 3f 
2” 


Technical methods were the same as des- 


VITAMIN By THERAPY-—> 


50419, daily on retiring 


3s 
‘ ‘ 


a 
2 
:2 alone over a period 


of 18 months. 


injection of 200° »g. vitamin Biz given on the tenth day of 


the experiment. 


Results of treatment with oral vitamin B 


+ @——— OBSERVATION - NO THERAPY 


8 


with 


Thompson's grey standard, calibrated so 


photoelectric colorimeter 


a 
that a recording of 100% was equivalent to 


14.8 g. Hb per 100 ml, was used throughout. 


cribed previously (Chalmers, 1951), except 


that 


Results 
Effect of Large Single Doses 
of Oral Vitamin B,, 
Haematological responses of Cases 1 to 7 


While Case 4 almost reached this arbi- 


trary standard, Case 7 showed only a slight 
an oral dose of 1,000 ~g., and subsequently had a secondary 


100 pg. of the vitamin. With the exception o-s 10}-4 
reticulocyte response of 26.5% after a single int 


of Cases 4 and 7, all satisfied the formula 
of Della Vida and Dyke (1942) in their 


vitamin By in saline given to the fasting 
average weekly red-cell gain. 


patients resulted in prompt haematological 
improvement in six of them when the dose 


are shown in Table I. Single doses of oral 
administered was 2,000 «g. or more. Sharp 


reticulocyte peaks on the fifth or sixth day 
compared well with the results obtained by 
us with single intramuscular doses of 20- 


increase in red cells and reticulocytes after 


Effect of Smaller Daily Doses of Oral Vitamin B,, 


At the suggestion of Dr. W. F. J. Cuthbertson two 


patients suffering from pernicious anaemia in relapse were 


Control experiments were then carried out on five further 


combined with 0.2 g. of the surface agent polyoxyethylene 
cases of pernicious anaemia in relapse, giving 50 yg. of 


sorbitan monolaurate (“tween twenty”), to see if this sub- 
stance could act as an aid to absorption of the vitamin. 


No food or drink was taken for six hours before or after 
the dose was given, and the experiment was continued for 
14 days. Significant clinical and haematological improve- 
ment occurred in both cases (Table II, Cases 8 and 9). 
Reticulocyte responses usually of a prolonged or “ plateau ” 
type were observed, the maximum levels being on the ninth 


and tenth days after the starting of treatment. The marrows 
became essentially normoblastic by the eleventh day. 
oral vitamin Bi without the surface agent for 14 days 


treared with oral vitamin By in daily doses of 50 xg. 
under the same test conditions. 


Vitamin therapy. 


50 wg daily on retirin 


Oral 


Equally good clinical and 


haematological improvement was obtained. 


vi 


Though facilities did not exist for following up most 


of the cases, it was possible to arrange for Case 11, who 


In one patient (Case 15) the same dose of the 
taken immediately after the midday meal showed much 
less clinical effect, although a small increase in red cells, 
reticulocytes, and packed cell volume occurred, together 
with some increase of normoblasts in the marrow. 


therapy 


Initial response following oral vitamin B,, 


Fio. 1.—Case 11. 
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had already accommodated us with a very adequate control 
period before treatment, to be maintained on doses of 
50 vg. of oral vitamin By. Details of this case, showing 
haematological values for over a period of two and a half 
years, are shown in Figs. 1 and 2. She had a primary 
response that satisfied Della Vida’s formula and has kept 
in haematological remission for 18 months, during which 
time she has received no other treatment than 50 yg. of 
oral vitamin Biz taken every night before retiring. 


Discussion 


The experiments show that, under the conditions of the 
clinical trials described, oral vitamin Biz without added 
source of intrinsic factor is haemopoietically active when 
given either in large single doses of 2,000 »g. or more or 
in repeated daily doses of 50 »g. The results of the experi- 
ments in which the vitamin was given in saline do not 
suggest that tween twenty increased absorption of the vita- 
min to any significant extent. The uniformly good results 
obtained with oral daily doses of 50 mg. could be related 
to the strict precautions taken to ensure that the patients 
took the dose when fasting and had no food for six hours 
afterwards. 

There are several possible reasons for this. (1) In the 
fasting state there is greater opportunity for the vitamin to 
come into contact with the intestinal mucosa than when it 
is mixed with food. Close contact between the intestinal 
mucosa and vitamin Biz in adequate concentration may be 
the necessary condition for the absorption of the vitamin 
without intrinsic factor. Castle and his colleagues have 
now suggested that the role of intrinsic factor is merely 
to increase assimilation of vitamin Bi, and that its effect 
may be on the intestinal wall rather than directly on the 
vitamin (see Berk ef al., 1948; Wallerstein et al., 1953). 
(2) Vitamin Biz may be destroyed by digestive secretions 
unless protected by intrinsic factor (Hall, 1950) and, if so, 
the small amount of secretions in the fasting state may not 
destroy all of the 50 ug. dose. (3) If intrinsic factor pre- 
vents utilization of vitamin Biz by bacteria, some temporary 
alteration in bacterial flora when the patient is fasting may 
allow the vitamin to be absorbed. 

Another possible reason for the responses obtained could 
be that the patients with histamine-fast achlorhydria were 
still secreting a small amount of intrinsic factor. It has 
been suggested that lack of intrinsic factor is not absolute 
in all cases of pernicious anaemia (Goldhamer, 1936; 
Campbell e al., 1949), and, while it might seem unlikely 
that we would encounter this condition in a series of 
consecutive cases, the possibility cannot be excluded. 
To prove that the, fasting state was important in allowing 
absorption of the’ vitamin, it would be necessary to use 
each patient as his own “control,” giving the vitamin first 
with food and, later, in similar dosage when fasting. It 
was unfortunately not possible to carry out such studies on 
the present series of cases or to draw conclusions when 
smaller doses were given under the same conditions. 

While the reason is not yét understood, it would seem 
that oral vitamin Biz—now accepted as “ extrinsic factor” 
—can cause haematological response in cases of pernicious 
anaemia in the absence of any known source of intrinsic 
factor. We do not advocate this method of oral therapy 
for routine management of cases of pernicious anaemia, 
but our results demonstrate again that extraneous sources 
of intrinsic factor are net essential for utilization of vita- 
min By and that oral therapy with the vitamin alone may 
be most effective when given to fasting patients. 


Summary 


Cases of megaloblastic anaemia in relapse given single 
oral doses of 2,000-9,000 »g. of vitamin B,, showed 
initial haematological responses similar to those ob- 
tained by a single intramuscular injection of 20-100 
ug. of the vitamin. 


Daily doses of 50 ug. of oral vitamin B,, taken when 
fasting caused significant haematological responses in 
cases of pernicious anaemia in relapse. A less satis- 
factory response was obtained when the same dose was 
taken with food. 

The surface agent “tween twenty” did not appear 
to be of value in aiding absorption of vitamin B,,. 


A case of pernicious anaemia in relapse has been 
initially treated and maintained in remission for over 
18 months on a dose of 50 »g. of oral vitamin B,, 
taken daily on retiring at night. 

While intramuscular preparations are preferable and 
more convenient for routine management, it is con- 
cluded that, without intrinsic factor, oral vitamin B,, 
can be utilized when taken fasting by patients suffering 
from pernicious anaemia and that clinical and haemato- 
— remission can be obtained with oral vitamin B,, 
alone 


Thanks are due to the Research Fund of St. George’s Hospital _ 
for a grant given to one of us (Z. M. H.); to the physicians of the 
hospital for clinical facilities; to Mr. H. K. Rogers and Mr. S. 
Louland for technical assistance ; and to Glaxo Laboratories 
Ltd., Greenford, for supplies of vitamin B,,. 
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Pharmaceutical exports declined slightly in 1953 to 
£30.7m. from £31.7m. in 1952. According to the Annual 
Report for 1953-4 of the Association of British Pharma- 
ceutical Industry the main reasons were the fall in world 
prices and the export of bulk instead of finished goods. 
The principal market was India, which took £3m. worth ; 
British West Africa and Australia came next with over 
£2m. Exports to the Union of South Africa, New Zealand, 
Malaya, Hong Kong, and Eire each exceeded £1m. Diffi- 
culties were experienced in trade with Pakistan and Egypt. 
In 1952 Pakistan was Britain’s second best customer with 
£2m., but, owing to the reduction in her own exports, im- 
ports of drugs were curtailed and fell to £823,000. Exports 
to Brazil, formerly about £500,000, almost entirely dis- 
appeared. Countries poorly developed industrially are be- 
ginning to manufacture drugs or at least finish the later 
stages. Consequently material is being exported in bulk for 
local finishing and profits are lower. The Chinese govern- 
ment is said to be embarking on a manufacturing pro- 
gramme which will make it independent of all outside 
supplies of drugs. 
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DIAGNOSIS OF ACUTE PORPHYRIA 
BY 
ERIC G. SAINT, M.D., M.R.A.C.P. 
D. CURNOW, Ph.D. 
R. PATON, M.B., B.S. 
AND 


JOHN B. STOKES, M.B., B.S. 


(From the Clinical Research Unit and the Department of 
Biochemistry, Royal Perth Hospital, Western Australia) 


Although the pattern of symptomatology in acute inter- 
mittent porphyria is recognizable with ease in retrospect 
or in frankly paralytic cases, it is well known that strik- 
ing simulation of abdominal or neuropsychiatric disease 
may deceive the practitioner with no personal experience 
of the condition. 

The disease may be described as uncommon but not 
rare. In Australia it is possible to arrive at an approxi- 
mate estimation of its incidence. Ten cases have already 
been reported (Derrick, 1946, two cases ; Hetzel, 1949, 
two cases ; Saint et al., 1952, six cases). Fifteen new 
cases were diagnosed in one year (1952-3) in Western 
Australia, South Australia, Victoria, and part of New 
South Wales, giving an approximate “ standardized ” 
incidence of 1.5 per 100,000 in adult females. Other 
mild cases undoubtedly pass unrecognized ; but the inci- 
dence is low enough to preclude the majority of family 
doctors and many general physicians attending a case 
in the course of their professional life. Since there is 
evidence that the indiscriminate use of some drugs, 
notably barbiturates and sulphonamides, may materially 
worsen prognosis, it is felt that attention should be paid 
to early clinical recognition. Three further cases of 
acute porphyria are presented from this point of view. 

In each case diagnosis was eventually established by 
the identification of porphobilinogen in the urine by 
means of the modified Ehrlich reaction of Watson and 
Schwartz (1941). Total uroporphyrin and so-called 
“uroporphyrin III” in 24-hour urine specimens was 
estimated quantitatively by methods described by Sveins- 
son et al. (1949). Urinary coproporphyrin was estimated 
by the method of Schwartz et al. (1951), using Soret 
absorption and corrections described by Rimington and 
Sveinsson (1950). The three cases were investigated in 
the Royal Perth Hospital between December, 1952, and 
May, 1953. 

Case 1 
Classical Acute Porphyria with Pain, Psychosis, and 

Neuropathy, with Death from Respiratory Paralysis 

A 27-year-old married woman of Scots ancestry com- 
plained quite suddenly, in November, 1952, of nondescript 
pains in the legs and back, and was treated by her family 
doctor for “influenza.” Sulphonamides and barbiturates 
were freely prescribed. After several weeks improvement 
had not occurred. She became extremely depressed and 
was admitted to a mental hospital, where a short course 
of electric convulsion treatment was given without material 
benefit: in fact, her condition worsened, and she was ad- 
mitted to the Royal Perth Hospital in January, 1953, com- 
plaining of generalized abdominal pain of great intensity, 
constipation, and weakness of all limbs. For several weeks 
she had been vomiting intermittently, and it was clear that 
her nutritional status had greatly deteriorated. 

Examination revealed a dehydrated woman, weeping and 
gtimacing in consequence of severe pain, and greatly con- 


fused with respect to time and space. Her temperature 
was 99.4° F. (37.4° C.); pulse 140; blood pressure 110/90 
mm. Hg. No abnormality was detected in the heart or 
lungs ; the abdomen, despite some pain, was lax and not 
tender. The cranial nerves were normal. There was pro- 
found weakness of all the muscle groups of both arms 
and legs and the trunk. Diaphragmatic movements ap- 
peared impaired (confirmed fluoroscopically). Her con- 
fusional state prevented a full examination of sensory 
function—at least, pain sensibility did not seem impaired. 
Loss of deep reflexes was patchy: the biceps-, knee-, and 
ankle-jerks could not be elicited on either side, but 
supinator and triceps jerks were present. Plantar reflexes 
were flexor. Freshly collected urine was a deep burgundy 
colour, darkening on standing in light. 

For a day or two she appeared to improve, taking food 

and drinks by mouth satisfactorily. Pain was controlled 
with pethidine. In view of her inability to cough, peni- 
cillin and streptomycin were given to prevent respiratory 
infection. Five days after admission she became more 
confused than ever. Weakness of intercostal muscles ap- 
peared suddenly, and she was transferred to a Both respi- 
rator, in which she was fed by means of an intragastric 
drip. However, both temperature and pulse rose, weakness. 
and confusion increased, and she died two days after the 
initiation of artificial respiration, seven days after admis- 
sion to hospital, and two months after the onset of her 
illness. 
_ The only abnormal finding from a variety of biochemical 
investigations was a fasting blood urea of 56 mg. per 100 
ml. The Watson and Schwartz test on fresh urine was 
strongly positive. 


Porphyrin Excretion—Quantitative studies on urinary 
porphyrins are shown in Table I. 


TaBLeE I.—Quantitative Studies on Porphyrin Excretion 
in Case 1. Significant Worsening of Symptoms Occurred on 
D+5 and D+6. Death Occurred on D+7 


“ Uroporphyrin II” Total’ 


Dev | | 
me. /24 hrs.} . \(mg./24 hrs.) 


+1 500 13-7 1l- 84 0-368 
+5 475 9-7 8-7 90 0-667 
+6 785 25-2 20-2 84 2-375 


Necropsy.—Marked congestive changes were seen in both 
lungs. No macroscopic abnormality was seen in the ad- 
renals, kidneys, spleen, alimentary tract, brain, or spinal 
cord. The liver showed on its surface, and on section, 
numerous irregularly distributed foci of yellow discoloration 
of inconstant shape, measuring up to 5 mm. in diameter. 
Microscopically, moderate patchy fat infiltration was seen. 
Microscopical sections of the myocardium showed marked 
disintegration of muscle fibres with loss of nuclei and 
striation. Patchy demyelination was seen in peripheral 
nerves. 

Familial Studies—There was no evidence of consan- 
guinity in the marriages of the parents or grandparents of 
the patient. Urine from the majority of her close relatives 
—both parents, four siblings, and four children—was ex- 
amined both qualitatively for porphobilinogen and quanti- 
tatively for uroporphyrin, with negative results. 


Comment.—Although the significance of the tetrad of 
pain, polyneuritis, psychosis, and port-wine urine was 
apparent late in the course of her illness, it is not difficult 
to see how the vague onset must have seemed like an in- 
fluenzal-illness to her family doctor, and how the associa- 
tion of depression with ill-localized pain later suggested 
hysteria. During this phase large doses of sulphonamides 
and barbiturates were administered empirically, and E.C.T. 
given; it is reasonable to suppose that they did not aid 
recovery. 
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Case 2 


Acute Porphyria in an Elderly Patient with Associated 
Hypertension and Diabetes Mellitus 


A 61-year-old married Scotswoman was admitted to the 
surgical wards in December, 1952, with severe epigastric 
pain. At 23 she had a caesarean section, and in 1944 
spent a week in hospital with acute vomiting, dyspnoea, 
and signs of pulmonary oedema, attributed to hypertensive 
and coronary heart disease. For ten years she was known 
to have moderate hypertension (200/100) and mild dia- 
betes well controlled by diet. 

The abdominal pain was of sudden onset. It was accom- 
panied by vomiting, was unremittent, and was felt in the 
upper abdomen, radiating to the back. She had not been 
taking drugs. 

She was extremely obese. Her temperature was 98.4° F. 
(36.9° C.), pulse 130, blood pressure 200/130 mm. Hg. The 
heart was not apparently enlarged. There were no ab- 
normal signs in the central nervous system. - Some tender- 
ness was noted in the upper left abdominal quadrant. The 
urine was straw-coloured; sugar and acetone were not 
detected at first examination. 


During the ensuing week she euntinend to complain of 
abdominal pain. The urge to explore was resisted in the 
face of a lax abdomen, a normal plain x-ray film of the 
abdomen, a normal cholecystogram, and normal urinary 
findings. At least 4 gr. (0.26 g.) of phenobarbitone was 
given daily, along with pethidine. 

When a specimen of urine was noticed to be of a reddish 
colour the Watson and Schwartz test was found to be 
positive. Thereafter she became confused and occasionally 
delirious. During the next two weeks her condition rapidly 
deteriorated: her limbs became paralysed; she had diffi- 
culty in swallowing, necessitating intragastric feeding; she 
developed a right facial paresis and paralysis of the limbs ; 
all deep reflexes were absent; she became incontinent of 
both urine and faeces; her diastolic blood pressure re- 
mained persistently high (130-140 mm. Hg). Only a 
minimal degree of narrowing of vessels was seen in the 
optic fundi. 

She died in a coma three and a half weeks after 
admission. Of the many investigations, significant positive 
findings included a fasting blood urea of 72 mg. per 100 
ml., and a fasting blood sugar of 172 mg. per 100 ml. 
Electrocardiographic tracings showed a pattern of left 
ventricular strain. 


Porphyrin Excretion——Only one specimen was examined 
quantitatively. It fluoresced strongly in ultra-violet light. 
The total porphyrin content of native urine was 10.3 mg. 
per litre (of which 0.4 mg. per litre was ether-soluble— 
coproporphyrin); after heating with N/2 HCl this in- 
creased to 21.9 mg. per litre. 


Necropsy.—Congestion and signs of early broncho- 
pneumonia were present in both lungs. The heart was 
not enlarged and the coronary vessels showed minimal 
atherosclerotic changes. The pancreas was atrophic and 
contained areas of recent necrosis. Fat infiltration was 
present in the liver. Macroscopically and microscopically 
the kidneys appeared to be normal. 


Comment.—Manifestations of porphyria begin as a rule 
in the third or fourth decade of life ; the late onset in this 
patient is worthy of comment. The 64-year-old patient 
of Kench et al. (1953) is possibly the oldest on record, but 
symptoms were mild in their case and had been present 
for many years. The localization of abdominal pain was 
highly suggestive of pancreatitis. This was confirmed at 
necropsy by the appearances of recent focal necrosis in 
the pancreas. The association of long-standing hyper- 
tension with porphyria inevitably gives rise to speculation. 
Macleod and Grant (1953) describe a case with attacks of 
left ventricular failure: at necropsy chronic pyelonephritis 
was present. Our patient probably had “ essential ” hyper- 
tension, which by the usual clinical and pathological 


criteria seems to have been relatively benign. It is not 
inconceivable that the attack of pulmonary oedema she 
is said to have had in 1944 was due.to sudden rise in blood 
pressure, beyond an elevated baseline, due to an episode 
of porphyria. 
Case 3 
Mild Acute Porphyria with Evidence of Pancreatitis 

A 27-year-old woman of Scots ancestry was admitted 
in April, 1953, with a short history of generalized pain and 
vomiting. Six months previously she had had a similar ill- 


ness diagnosed as “ influenza ”"—but, unlike a virus infection, 


muscle pain had persisted three weeks. On the present 
occasion she complained of occipital headache, pain in the 
back and legs, and nausea. The urine was noted to be 
“dark”: her family doctor was inclined to diagnose 
subicteric infectious hepatitis, which was endemic in the 
neighbourhood. 

Although she leoked ill the only abnormal sign was an 
unexplained tachycardia of 130 a minute. The liver was 
not enlarged and the abdomen was lax. Her blood pressure 


was 130/72 mm. Hg. There were no abnormal signs in . 


the central nervous system. The urine was amber-coloured. 

For a week after admission her chief complaint was 
of pain in the epigastrium radiating to the back, with 
intermittent vomiting. The Watson ‘and Schwartz test 
proved to be positive. The site and radiation of pain 
suggested pancreatitis, which was confirmed by the finding 


_ of raised levels of serum amylase (see Table II). She was 


discharged, free of pdtn, three weeks after admission. 


TaBLe I].—Quantitative Studies on Porphyrin Excretion in Case 3, 


Related to Severity of Abdominal Pain and Serial Estimations 


of Serum Amylase 


Uroporphyrin Serum 

A 24 hours phyrin Back (units) 

sion |  |mg./24 hr) Uroper- Pain | 

+H 990 |. 576 | 4:30 75 
+13 wa om + 
+15 910 | 3:39 | 295 87 
417 1,410 | 660 | 5-80 88 pon 384 
+18&19| 1:530 | 2-26 | 2-00 87 
420&21| 3,020 | 267 | 2442 79 
+22 880 | 1-65 1-20 B 
+23 2,010 | 283 | 2-42 85 ah 285 


The majority of investigations were negative, apart from 
the bromsulphthalein test, which showed 12% retention 
of dye at 30 minutes; other tests of liver function were 
normal. 

Porphyrin Excretion —Porphobilinogen was present ia 
all specimens examined. The daily output of total 
uroporphyrin varied between 1.65 and 6.60 mg., between 


73 and 88% being present as uroporphyrin Ill (see 


Table ID). 

Comment.—This was a comparatively mild episode, 
probably only the second the patient had ever had. As 
in- Case 1, the initial diffuseness of pain led to a pro- 
visional diagnosis of virus infection. Happily, sulphon- 
amides and barbiturates were not prescribed. As in Case 
2, the site of pain was compatible with a clinical diagnosis 
of pancreatitis, proved biochemically. . 


Discussion 


These case records indicate how vague and misleading 
are the early symptoms of acute porphyria. ‘The simula- 
tion of abdominal emergencies (Case 2) is well known ; 
but pain may not always be confined to the abdomen 
(Cases 1 and 3)—“ virus infection,” “rheumatism,” “ fibro- 
sitis,” and “hysteria” were the diagnostic dustbins into 
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which our patients had been relegated at an early stage 
in their illness. Too great a reliance cannot be placed on 
the colour of the patient’s urine; early in the course of 
the illness of Case 3 the urine was of normal appearance. 
In diagnosis the Watson and Schwartz test for porpho- 
bilinogen is an extremely simple and valuable one which 
can be performed in any side-room ; moreover, it is wholly 
reliable (Hammond and Welcker, 1948). It is possible that 
the more widespread use of this diagnostic test might bring 
to light many more mild cases of porphyria. 

This question of early diagnosis and the diagnosis of 
mild cases is of more than purely academic interest. At 
present the disease defies comprehension, and treatment 
is for the most part supportive, attention being paid to 
nutrition, prevention of respiratory complications, and the 
control of pain. The supervention of profound and wide- 
spread paresis should not engender complete despair: 
Saint et al. (1952) described a case with paralysis of the 
diaphragm and intercostal muscles in which full recovery 
occurred after two weeks in a respirator. If we can do 
patients little positive good, there is certainly evidence 
that we can do positive harm. The unfavourable influence 
of sulphonamides and barbiturates on the natural history 
of the disease has been recorded too often to be ignored. 
Unfortunately the very symptoms with which the disease 
is announced—pain and psychotic behaviour—are those 
which often call for the empirical use of these drugs. The 
answer to the problem must lie in awareness of the 
diagnosis. 

Like the understanding of the underlying metabolic 
anomaly, the origin of symptoms in porphyria remains 
obscure. There is much to support the contention of 
Denny-Brown and Sciarra (1945) that many of its mani- 
festations are explicable on the basis of spasm of smooth 
muscle, particularly of the circular muscle of small arteries. 
The diffuse pathological changes seen in the central nervous 
system and elsewhere are highly suggestive of focal 
ischaemia. In this respect the variety of systemic mani- 
festations—renal (hypertension), abdominal, neurological, 
myocardial—calls to mind that other disease of focal 
ischaemia, periarteritis nodosa. To the long list of organs 
involved in porphyria the pancreas must now be added, for 
the clinical, biochemical, and pathological evidence of mild 
pancreatitis in Cases 2 and 3 was wholly convincing. It is 
interesting in this connexion to note that pancreatic involve- 
ment sufficient to cause abnormality in the sugar-tolerance 
curve in periarteritis nodosa has been recorded by 
Middleton and McCarter (1935) and by Baker (1953). 


Summary and Conclusions 


A survey of the reported cases of acute porphyria in 
Australia indicates an approximate incidence of 1.5 per 
100,000 females over the age of 15 years. 

Three cases with classical biochemical findings are 
described in which the earliest symptoms bore little rela- 
tion to the “classical” picture of the disease. 

In two cases pain was entirely peripheral in distribu- 
tion, and was attributed to mild infective illness. The 
unfolding of neuropsychiatric symptoms and signs fol- 
lowed the administration of barbiturates. 

In two cases the abdominal pain was due to pan- 
creatitis, proved biochemically and at necropsy. 

The importance of early recognition is stressed so that 
the harmful influences of sulphonamides, barbiturates, 
electric convulsion therapy, and unnecessary surgery may 
be avoided. The more widespread use of the simple 
Watson and Schwartz test in the diagnosis of obscure 
abdominal and peripheral pain, hysteria, unexplained 
depressive states, and neuropathy is urged. ~ 

We are grateful to Dr. J. Ord Poynton, of the Institute of 


Veterinary Science, Adelaide, Mr. Ian Parsons, of the Department 
of Biochemistry, University of Melbourne, and Dr. C. R. B. 


Blackburn, of the Royal Prince Alfred Hospital, Sydney, for 
information regarding the incidence of porphyria in Australia; 
and to Drs. Ian Thorburn and John Calder and Mr. N. Robinson 
for permission to quote the cases under their care, 
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ACUTE PANCREATIC NECROSIS AS A 
CAUSE OF SUDDEN DEATH 


BY 
G. WILLIAMS, M.B., Ch.B. 
Demonstrator, Department of Pathology, King’s College, 
University of Durham 


Acute pancreatic necrosis has long been recognized as 
an acute and frequently fatal abdominal catastrophe, 
but it does not usually figure as a cause of sudden death. 
Roberts et al. (1950), however, mentioned the possibility, 
and Gaskell (1942) described 10 cases of sudden death 
from this condition. 

During the past two years five cases have been 
encountered in the course of post-mortem examina- 
tions carried out at the Royal Victoria Infirmary, 
Newcastle-upon-Tyne, all of them investigated at the 
request of H.M. Coroner. In the following account 
a short summary of the clinical history of each case 
is given together with descriptions limited to the state 
of the pancreas and adjacent organs and any other 
positive findings. 


Case Histories 


Case 1.—A public works contractor aged 48 (weight 
112 kg.), an obese subject enjoying good health, was sud- 
denly seized with acute abdominal pain. He became breath- 
less at work, collapsed, and died instantly. A month pre- 
viously he had suffered an attack of “ food poisoning,” with 
subsequent recovery. Post-mortem Examination:—The 
pancreas (weight 200 g.) was soft and swollen, and the cut 


surface showed diffuse areas of haemorrhage with a limited 


amount of fat necrosis. Histology confirmed a severe 
necrosis of the pancreas with abundant haemorrhage. 
Stomach and duodenum contained a recent meal; the 


‘mucosal surface appeared congested. The liver showed 


severe fatty change. The lungs were congested and very 
oedematous. 

Case 2.—A brewer’s cooper aged 62, well nourished and 
of good physique (weight 70 kg.), who normally enjoyed 
good health, suddenly complained of abdominal pain whilst 
at work. His colleagues saw him collapse. He lost con- 
sciousness and died instantly. Post-mortem Examination:— 
The pancreas (weight 160 g:) was dark plum-coloured and 
flecked with yellowish necrotic material. Histology showed 
a haemorrhagic necrosis of pancreatic tissue with limited fat 
necrosis. The stomach, duodenum, gall-bladder, and bile 
ducts appeared normal. The lungs were severely congested 
and oedematous. 
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Case 3.—An obese elderly woman aged 73 (weight 65 kg.), 
living at home, had been under the care of her doctor for 
several years on account of thrombophlebitis in her right 
. leg. She developed symptoms suggesting pulmonary 
embolus a few weeks before death, but subsequently re- 
covered. On September 10, 1952, she got out of bed at 
10 a.m., suddenly collapsed, and died. Post-mortem 
Examination:—The pancreas (weight 140 g.) was swollen, 
soft, and oedematous, with numerous subcapsular haemor- 


rhages. On section one major haemorrhage was seen in the 


head of the pancreas with numerous smaller ones through- 
out the gland. There was a minimum amount of fat 
necrosis. Histology showed a complete necrosis of the 
parenchyma with perivascular haemorrhages. The stomach 
and duodenum contained a recently ingested meal. The 
gall-bladder contained numerous pigment stones, but: the 
mucosa was normal in appearance. The bile ducts were 
healthy. The splenic vein contained a recent ante-mortem 
thrombus. 
mortem thrombi, which were firmly adherent to the vessel 
walls and were shown histologically to be in varying stages 
of organization. There was moderate atheroma of the 
coronary arteries but no recent thrombus. Two large 
simple cortical cysts were present in the left kidney. There 
was an extensive organized thrombus in the right femoral 

vein. 

Case 4.—A well-nourished woman aged 69 (weight 58 kg.), 
living at home, had_been in failing health for some months. 
She complained of sudden pain in the chest and brought up 
a small quantity of blood. The pain subsided, but the 
following morning she had a further severe attack of upper 
abdominal pain, collapsed, and died before her doctor 
arrived. Post-mortem Examination:—The entire pancreas 
(weight 145 g.) was found to be swollen and congested. 
Sectioning showed an extensive haemorrhagic necrosis of the 
head of the pancreas with smaller haemorrhages through- 
out the gland. Histology confirmed extensive necrosis of 
glandular tissue with diffuse haemorrhage and slight fat 
necrosis. The stomach contained altered blood and mucus, 
_ with congestion of the mucosa and scattered submucosal 

haemorrhages. The duodenum was moderately congested. 
The gall-bladder and bile ducts appeared healthy. The 
lungs showed oedema. 


Case 5.—A general labourer aged 28, well developed and 
in good nutrition (weight 68 kg.), had been in normal health. 
On November 11, 1951, he ate a good lunch and shortly 
afterwards ran some distance and boarded a bus. On 
reaching his seat he was seen to slump forward, and by the 
time help arrived he was dead. He had been treated at the 
age of 16 for meningitis. In 1945 he had been wounded 
in the leg while serving with H.M. Forces in Germany. 
Post-mortem Examination showed a haemorrhagic necrosis 
of the head of the pancreas, which was confirmed histo- 
logically. The stomach contained a large quantity of 
recently ingested food; the mucosal surface was healthy. 
The duodenum was congested. The gall-bladder and bile 
ducts were healthy. 

One further case deserves mention. A man aged 65, who 
had been in previous good health, was found by the police 
unconscious in his bedroom. In hospital he revived slightly 
with nikethamide, but relapsed into coma and died the 
following day. . Subsequent necropsy revealed an acute 
haemorrhagic pancreatitis, which was confirmed by histo- 
logical examination. In view of the delay between dis- 
‘ covery and death, this case cannot be accepted as one of 

’ sudden death, but nevertheless it bears certain similarities 
to the series being described. 


Comment.—The main necropsy findings in all cases were 
acute haemorrhagic pancreatitis with necrosis of the paren- 
chyma. Fat necrosis was present in variable amounts but 
was not a prominent feature. The susceptibility of the 
pancreas to post-mortem autolysis was borne in mind in 
assessing the lesions, but in all cases the cellular activity 
and haemorrhagic infiltration indicated a genuine necrotic 
process. Sudden death was common to all cases, In Case 4 


The main pulmonary arteries contained ante-- 


the history suggested two separate attacks, the second one 
being instantly fatal. In Case 3 the issue was obscured 
by a concurrent pulmonary embolism, but it was felt that 
the extent of the paricreatic lesions together with consider- 
able organization of the majority of the pulmonary thrombi 
warranted the pancreatic condition being cited as the cause 
of death. In none of the cases was there evidence of 
coronary. arterial thrombosis. 


Discussion 


The aetiology of this condition remains obscure. Certain 
authors regard the lesion as the result of auto-digestion by 
activated pancreatic enzymes, resulting from acinar rupture 
taking place at the height of enzyme secretion. The fact 
that the lesion may occur in the wake of a recently ingested 
meal would tend to support this idea. Lium and Maddock 
(1948) reinforce this interpretation by animal experiments 
in which they produced pancreatic nécrosis in starving rats 
by ligating the ducts and then stimulating the gland by 
artificial means. The most extensive inflammatory changes 
followed ligation of the ducts at the height of digestion, 
approximately two hours after the animal had eaten. Paxton 
and Payne (1948) stressed the role of alcoholism as an 
aetiological agent. In two of the cases described above 
there was a history of alcoholic tendencies. 

The possibility of the lesion being primarily the result 
of vascular disease must also be considered. In two of the 
above cases ante-mortem thrombi were located in pancreatic 
arterioles not immediately related to necrotic tissue. This 
would tend to suggest that in the more acute forms of the 
disease there may well be a primary arteriolar thrombotic 
process giving rise to acute haemorrhagic infarction of the 
pancreas, with subsequent liberation and activation of gland 
enzymes. At any rate, the arteriolar lesions probably suc- ° 
ceed in promoting extension of the lesion if not in initiating 
it, and may well be a main factor in rendering this type 
of pancreatic necrosis an irreversible and frequently fatal 
disease. 


Summary 

Acute pancreatic necrosis can cause sudden death. 
Five such cases are described. The aetiology of the 
condition is briefly discussed. 

Attention is drawn to the significance of arterial 
thrombosis as a factor in the pathogenesis of the 
disease. 


I wish to thank Professor J. B. Duguid for his helpful criticism 
and advice. 
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The need for a home where severely handicapped children 
can stay for short periods during holidays and family crises 
has so impressed the Invalid Children’s Aid Association that 
it has turned over its John Horniman Home at Worthing to 
this purpose. The home, which is in the charge of a married 
couple with nursing and domestic assistance, can take 24 
children (boys 7 to 13 and girls 7 to 15 years, inclusive). 
Physiotherapy is available at the local hospital. The maxi- 
mum length of stay is eight weeks, and the fee £5 10s. a 
week. Children with the following disabilities are con- 
sidered suitable : spina bifida, poliomyelitis, congenital de- 
formities, haemophilia, muscular dystrophy, cerebral palsy 
(1.Q. not below 65), fragilitas ossium, congenital or quiescent 
rheumatic heart disease. Children are not accepted who 
have been ascertained as mentally defective, or who suffer 
from epilepsy, pulmonary tuberculosis, or blindness. Appli- 
cation forms for admission and further details may be 
obtained from Miss Rattenbury, 4, Palace Gate, London, 
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BACK TO BILLROTH I 


A COMPARISON OF RESULTS OF BILLROTH I 
AND It OPERATIONS 


BY 


._G. E. MOLONEY, M.B., F.R.C.S.Ed., MRCP. 


Assistant Surgeon, the Radcliffe Infirmary and the Churchill 
Hospital, Oxford 


More than a million people in these islands are denied 
the pleasure of the table for weeks or months or years 
at a time owing to peptic ulcer. The most frequent 
sufferer is the breadwinner of the family, and as the 
pit of his stomach grows heavy his purse grows light, 
his face long, and his temper short, until in time the 
whole family comes-to feel the strain of father’s ulcer. 
This miserable “ pre-gastrectomy syndrome” can be 
exchanged for a life of domestic and epicurean bliss, 
up to the levels permitted by political expediency, for 
most of these medical sufferers by well-planned, old- 
established, and adequately performed surgery. This 
happy “ post-gastrectomy. syndrome,” which can be at 
times for the “ ninety and nine,” is too often forgotten 
in the quest of the unfortunate “ one.” 

Much attention has been given to features arising 
after gastrectomy and labelled “ post-gastrectomy syn- 
drome,” as if they were a customary expectation follow- 
ing partial gastrectomy. Perhaps a better description 
of what is implied would be “ post-Polya-gastrectomy 
syndrome.” 

A great volume ‘of work has been published on the 
late results of gastrectomy for benign ulcer, and, as 
fresh complications after the Polya procedure have 
been brought to light, loops have been passed for a 
time from right to left then back again, made ante- 
colic then retrocolic, made long then short, then long 
again. “Valves” also have had an equally unsettled 
existence. In the past decade attempts were made to 
clarify these issues by accurate measurement of long- 
term results, “ dumping” was born, and later came the 
efter-birth of “early and late syndromes.” Most of 
the analyses have been on the results of some modifica- 
tion of the Billroth II operation, whether it be the Polya 
or a“ valve” with a disputed, unpronounceable title. 
This state of affairs is largely due to the Polya opera- 
tion having been made fashionable, partly because of 
the comparative ease with which it can be performed, 
and partly by the untested faith of those early zealots 


who first gave it to us. There have been few reports 


on post-operative studies of series of Biliroth I gastrec- 
tomies, and still fewer on a comparison of results of 
the various methods. 
Capper and Butler (1951), in assessing 102 patients 
treated by the Billroth I method, compared these with 
several groups of about the same number treated by 


varieties of the Polya-type gastrectomy, and they found 


no patients with early post-gastrectomy syndrome in 
the Billroth I group as against 12-15% in each Polya- 
type group. 

Wells and Brewer (1948) say they found no dumping 
in 363 cases, mostly of the Polya type, but Wells and 
Welbourn (1951), in what is mostly an excellent review, 
claim enough experience to be able to write about it. 
They state that the Billroth I operation is technically 
difficult in duodenal ulcer and that ulcers are apt to 
recur. They referred to Wells and Brewer (1948) for 


evidence, but Wells and Brewer claim only 24 patients 
treated by the Billroth I technique. Further, they say 
it is likely that their deductions are false, as in most of 
the examples of the Billroth F operation which they 
quote the resection of the stomach was inadequate. 
There is no sound evidence here. 

On the other hand, Schoemaker (1947), in 129 
patients with peptic ulcer (40 gastric and 89 duodenal), 
used his own modification of Billroth I in 111 patients 
without any instances of dumping in the follow-up. 

Custer, Butt, and Waugh (1946), at the Mayo Clinic, 
say that they did not find dumping in the cases treated 
by the Schoemaker modification of the Billroth I, but 
they had a high incidence of dumping in those who 


“had undergone the posterior Polya anastomosis. They 


say it follows gastric resection of the latter type in 


‘5-12% of cases and is apt to be permanent. 


In a comparison of results there is no sound evidence 
against the Billroth I procedure, but there is some solid 
evidence for it. There is much sound evidence against 


the Polya types of anastomosis. 


Mortality 

My personal experience of Billroth I and Polya opera- 
tions for benign ulcer to the end of 1952 is: Billroth I, 193 
operations (gastric 93, duodenal 100); Polya, 89 operations 
(gastric 16, duodenal 73). The proportion of Polya opera- . 
tions is much higher than I would now advise or find neces- 
sary. The mortality of these operations is as follows: 

Billroth I Series (193)—{a) Elective operations (162)—1 

died. Post-mortem examination: a wasted man of 69 ex- 
plored on the suspicion of carcinoma and dying of broncho- 
pneumonia. (b) Emergency operations for bleeding (31)}— 
3 died. Post-mortem examination: (i) coronary thrombosis ; 
(ii) massive pulmonary embolism ; (iii) leakage of suture 
line. 
/ Polya Series (89):—{a) Elective operations (82)—3 died. - 
Post-mortem examination: (i) a man of 73 operated on for 
pyloric stenosis died of bilateral suprarenal haemorrhage ; 
(ii) a man of 45 operated on for duodenal ulcer died of 
inhalation pneumonia ; (iii) a man of 57 operated on for 
duodenal ulcer died from leakage at the duodenal stump. 
(b) Emergency operations (7)—1 died. Post-mortem examina- 
tion: a woman of 57 operated on for a huge duodenal ulcer 
with uncontrolled bleeding died from rupture of a posterior 
perigastric abscess with no good evidence of leakage. 

The mortality for all elective operations was 4 deaths in 
244 resections, and for all emergency operations for acute 
bleeding 4 deaths in 38 resections. ; 

The safety of the Billroth I operation has been questioned 
at times on the grounds of a high incidence of leakage at 
the so-called “danger angle,” where the reconstituted lesser 
curve meets the gastro-duodenal suture line. In this series 
there was no evidence of leakage in 162 elective operations, 
and in 31 emergency operations the only instance occurred 
in a woman of 84 with acute haematemesis who developed 
the ‘signs of a leak on the sixth day after operation follow- 
ing removal of the aspiration tube on the fifth day. The 
post-mortem examination showed poor healing reaction and 
a leakage at the danger angle. Fluid had accumulated in the 
stomach and the resulting drag had caused the sutures to 
cut through the tissues in the absence of support by natural 
healing. The debilitated 84-year-old patient often heals 
poorly. 

On this evidence it would be fair to say that the results 
of the Billroth I operation from the surgical aspect of the 
resection and anastomosis are almost devoid of mortality. 

In the Polya series there was one instance of leakage at 
the Achilles heel, the duodenal stump. This operation -is 
equally safe in accustomed hands, as shown by Hosford 
(1949), who had 1 death in 200 elective operations, com- 
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pared with 1 death in 162 elective operations by Billroth I 
technique in my series. So there is no evidence of any 
significant difference in the relative safety of either operation 
when properly performed, and the relative merits must be 
judged by the degree of sequelae. 


Morbidity 


It was my impression that the patients on whom I had 
performed a Billroth I gastrectomy were not showing 
the dumping syndrome, nor were a proportion wasting as 
were some of those patients who had had a Polya gastrec- 
tomy. It was to confirm this impression that this analysis 
was made. 

The patients in this study total 154, and were those on 
whom I had performed a partial gastrectomy for benign 
ulcer in the public ward of the Radcliffe Infirmary or the 
Churchill Hospital before the end of 1951. Private opera- 
tions and those done elsewhere were not included, nor were 
patients on whom vagotomy was added to partial gastrec- 
tomy. The review was 94% complete. The interviews were 
made in the out-patient department by my medical colleague, 


Dr. E. M. Buzzard, and by myself. Both the type of ulcer © 


and of operation were unknown to Dr. Buzzard, and many 
I could not recall. All results were assessed and tabulated 
before examining the case notes for the nature of the ulcer 
and of the operation. The analysis was done under the 
headings of weight, various symptomatic complaints, and 
assessment of the result, which was made. independently by 
both of us; and, further, I asked every patient to give his 
- frank opinion of what he thought about the result of the 
operation. These broad assessments have been classified 
individually. We have not drawn a distinction between the 
effects that came on early or late after meals, a simple tally 
being made of all the symptoms. The worst picture has been 
painted, as all symptoms have been totalled whether recorded 
by one or both of us. For ease of reading the discussion of 
symptoms is done under each separate heading. 


General Features 


Total patients examined—154 (19 female, 135 male). Ages 
—the usual large group between 40 and 60 years, 9 below 
30, 8 over 70, and 4 over 80. 

Varieties of ulcer—62 gastric, 86 duodenal, and 5 stomal, 
1 in which no ulcer was found at operation. Multiple ulcers 
were found in 10% of patients, the more severe ulcer being 
the one used for subsequent classification. 

Operations—Billroth I, 98 (49 for gastric and 49 for 
duodenal ulcer) ; Polya, 56 (13 for gastric, 37 for duodenal, 
and 5 for stomal ulcer). 


TaBL_e I.—Weights 


nor was it regarded as a loss when there was reduction of 
fatty tissue after operation in a patient made overweight by 
a recent milky diet. Gains or losses up to 6 lb. were classed 
as “same,” 7 to 13 lb. were classed as + or —7 lIb., 14 to 
20 lb. were + or —14 lb. A fair amount of latitude must 
be allowed in consideration of weight owing to difference of 
clothes and the slight seasonal alterations, and it was thought 
that one must allow 6 lb. for such changes. 

It will be seen from Table I that in the Polya series quite 
a high proportion of patients showed a weight loss. The 
Billroth I series shows only nine patients with a loss of 7 Ib., 
which is not a very significant loss when such factors as 
clothes, seasonal changes, and change of work are concerned. 

The Billroth I series shows only a 1% loss of 7 Ib. or 
more, whereas the Polya series shows a 20% loss of 7 Ib. or 
more. 

Others have noticed this walite loss with the Polya type. 
Muir (1949) showed that of 86 patients submitted to Polya 
gastrectomy and examined at intervals of six months to six 
years after operation, over 40% had lost 7 Ib. or more and 
over 20% had lost over 14 lb. or,more. Only 10% of 
patients had gained weight. This led Muir to comment, © 
“Further iavestigation of this important abnormality in 
gastrectomized patients is obviously required.” Among my 


cases 16% of the Polya series, in contrast to 22% of the 


Billroth I series, showed a gain in weight. Ward-McQuaid 
(1949) showed that of 49 patients operated on by Mr. Elliot 
Smith, 24 (50%) were 7 lb or more below normal weight 
one to two and a half years after the Polya operation, 15 
(32%) had lost 14 Ib. or more, and only 4 had gained 
weight. 

These findings support the general impression I had 
formed when seeing patients after operation, that the Bill- 
roth I series had not lost weight to the degree seen in the 
Polya series. The loss or gain of weight is not obviously 
associated with any functional upset, but it is often a nuisance 
or an embarrassment to patients, who complain of being too 


thin or having to buy new suits of clothes. The mainten- 


ance of weight in the Billroth I series may be due to better 
mixing of food, bile, and pancreatic juices as the food passes 
into the duodenum, and the loss in the Polya series may be 
due to imperfect mixing, with perhaps a loss of bile from 
bilious vomiting, which is often a feature in the Polya-type 
case. But those who have lost weight after a Polya-type 
operation are not always those who have bilious vomiting. 
The maintenance of weight in the Billroth-I-type case is not 
in this series due to inadequate resection of the stomach, as 
is shown by the large number of Billroth-I-type patients with — 
a reduced capacity for food in the first two years (Table IV). 
This finding of maintenance of weight in Billroth-I-type 
patients has not been brought to light before to my know- 
ledge, and will need investigation in series by other sur- 
geons before it can be adequately substantiated. 


Total for 
0-1 1-2 2-3 3+ 
Yeass: Symptomatic Complaints 
Flatulence is a difficult symptom to assess from a patient, 
Same --| 2 — | 9 2] 10 6 9 13 | 67 21 and must depend partly on how much air he swallows. 
+7 Ib. 3.2 3 4 1 2 9 7 di 
+14 ,,6 2! 2 4 — There is no evidence in Table II of any essential difference 
+21 ,, 9-Skg. 3 1 4— | w= a 8 2 between the Billroth I and the Polya series. 
Total ..| 38 1 | 36 9 | a1 19 | 13 27 | 98 56 . Billroth I Polya 
BI=Billroth I. P=Polya. No. | + | ++ |+++] No. | + | ++ 
1 13 2 0 0 
Weights were assessed as nearly as possible by taking the Soonensd ‘i Pe 3 2 0} 4 2 7 1 
patient’s opinion of the usual weight, and weight a year Total rr) 6 3 0 | 36 4 7 1 
pre-operative and immediately pre-operative. These were ES 


all checked so far as possible against information taken from 
notes. An assessment was made from these data of the 
likely normal weight in the past year or two, and the weight 
found at interview was compared with it. A return of 
weight to normal following a loss during operative treatment 
was not accepted as a gain in weight for the present purpose, 


Analysis of these symptoms in years after operation: Billroth I, 0-2 years, 
4 (74); 2+ years, 5 (24). Polya, 0-2 years’ 2 (10); 2+ years, 10 (46). 


Regurgitation of bile occurred in the Billroth I cases in 
the early post-operative period, but not in those operated 
on two or more years before. In the Polya series, however, 
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the proportion is high in those operated on two or more 
years before (Table III). The demonstration of this feature 
is not new, the tendency for the patient with the Polya type 
of operation to bring up bile even years after operation has 
been well shown in various papers. There has been much 
talk of “ afferent loops.” 


IlI.—Regurgitation of Bile 


_ Billroth I Polya 


No. + ++ |++4! No. + ++ [+++ 

Gastric .. ..| 3 13 3 
Duodenal 49 2 1 43 8 
Total | 98 5 56 il — 


Analysis of these in years after 0-2 
6 GO; 24 years, Polya 0-2 years 1 ClO; 2+ years, 10 


All complaints of a reduced capacity to take food or 
liquids, especially with the main meal, are included in 
Table IV. These tend to lessen in the Billroth I series, but 
nearly half of those in the Polya series show real difficulty 
with food and liquids after two years. 


Taste IV.—Reduced Capacity 


BillrothI Polya 

No. } + | ++ [+++] No. | + | ++ 


Analysis of these in after operation: Billroth I, 0- ¥ 
years, G4), Polya, O-2 years 2 (10); 2+ years, 166). 
Table V shows a clear preponderance of persistent trouble 


with the Polya series and an entire absence of symptoms 
with the Billroth I patients after two years. 


Taste V.—Puddings Produce Unpleasant Symptoms 


Billroth I Polya 
No. | + | ++|++4] No | + | ++ 
of these symptoms in years after opera’ SFU: 2 


Analysis Billroth I, 0-2 
2 (74); 2+ years, 0 (24). Polya, 0-2 years, 2¢ + years, 12 (46). 


Table VI reveals nothing significant er a low incidence 
of sweating. 
TABLE “‘VI.—Sweating 


Billroth I ’ Polya 
No. | + | ++ No. | + | ++ |+++ 


Analysis of these years after operation: Billroth I, 0-2 years, 
2 (74); 2+ years, 0 (24). Polya, 0-2 years, 0 (10); 2+ years, 2 (46) 


Table VII suggests a remission of dizziness sol sleepiness 
in the Billroth I series, but a strong persistence and high in- 
cidence in the Polya series. 

There were two instances of anaemia, both in women who 
had had Billroth I operations for gastric ulcer. There was 
one instance of stomatitis and glossitis, in a man who had 
had had a Polya operation for duodenal ulcer. The com- 


parison of patients with gastric and duodenal ulcers shows - 
-no significant difference in either series. 


TasLe VII.—Dizziness and Sleepiness 


Billroth I Polya 

No. | + | ++ No | + | ++ [+++ 


years after operation: Billroth I, 0-2 years, 
(46). 


Analysis of these s 
4 (74); 2+ years, 0 (2 ). years, (10); 2+ years, 9 


The Billroth I ‘series had mild effects from a smal] stomach 
for a variable time, but after one to two years most patients 
develop a satisfactory capacity with few, if any, side-effects. 
The Polya series, on the other hand, show a proportion with 
persistence of bile regurgitation, unpleasant symptoms with 
puddings, reduced capacity for food and liquids, and dizzi- 
ness and sleepiness after meals. 

Perhaps there were not the same troubles when protein 
was plentiful, and a beefsteak with Yorkshire pudding in 
the afferent loop may not have been as productive of rising 
bile or sleepiness as is Yorkshire pudding without the beef- 
steak. But as we cannot forecast certain dietary problems it 
would seem best to let the jejunum keep the natural 12 in. 
(30 cm.) or so from the stomach as often as is possible. 


VIII.—Personal Assessment of Results 


Gastric Ulcer Duodenal Ulcer Totals | Percentage} 
Years . 0-1 1-2 2-3 3+ Total 0-1 1-2 2-3 3+ Total D.U.| bution Total 
BI P BI P BI P BI P BI P BI BI P BI P BI P BI P BI P | ae 
By G. E. Moloney 
EB 6— +, 8 1 $3iA2 6 10 — 14 3 — 6 4 13 28 22 55 28 56 50 83 
VG s— 5 2 1— 2 12 4 8 1 3— — § — § 11 11 23 15 23 27 38 
G 5— 1— 1— — 1 7.3 4— 4— — 4 2 ee 16 8 16 14 24 
RU _— 1— 1— 2— — — 1 — 1 2° 3 
By Dr. E. M. Buzzard - 
6— S$ 2 8s— 6 3 28 5 S$ ft 13 2 — 9 314 21 26 49 31 50 55 80 
VG 5— 42 1— a 10 2 13 — 41 — 4 — 3 17 8 27 10 28 18 37 
G 5— » — 1 — 1 7 2 3— 5— — 2 1 4 9 6 16 9 16 16 25 
I — 3 1— — 22 4 4 9 9 
By the Patients 
— ‘ 4 8 1 6 2 =. 7 15 1 15 2 — 12 417 34 32 67 39 68 70 106 
GG 5— 2— 2— — 2 9 2 4— 4 1 — 2 — 3 8 6 17 8 17 14 25 
I 4— — 1 — 42 3— 3— — 1 1— 7 1 14 


Pi 
di 


% 
‘ — 
| 
| 
E=Excellent. VG=Very good. G=Good. I=Improved. NI=Not improved. RU=Recurrent ulcer. 
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Personal Assessment of Results 


An assessment was made separately by Dr. E, M. Buzzard, 
myself, and the patients (Table VIII. The results were 
grouped into six categories—excellent, very good, good, im- 
proved, not improved, and recurrent ulceration. 

Personal judgments vary, but it will be seen that the 
physician and the surgeon largely agree in essentials. It will 
also be seen that the “customer” was the most satisfied 
of all, and the contrast between his reckoning and ours shows 
that in many cases in which we see some defect the patient 
thinks nothing of it in his happiness at being able to eat when 


and what he likes, and at having no subsequent pain. With. 


the exclusion of two patients with recurrent ulcers there was 
only one patient in the Billroth I group (98 patients) who. 
classed herself as “improved,” and none considered they 
were “not improved.” In the Polya group (56 patients), 
three patients classified themselves as “ improved,” and two 
as “not improved.” 


Recurrent Ulceration 


There were two patients with recurrent ulceration in the 
Billroth I series, both being after operations for gastric 
ulcer. One came on 51 months and the other 22 months 
after the original operation. Both these patients have been 


reoperated on, the procedure being excision of the ulcer, - 


further reduction in the size of the stomach, vagotomy, and 
then reconstitution by Billroth I anastomosis. The second 
operations were done less than a year ago and the patients 
have had no further digestive upsets. There was one re- 
current ulcer following a Polya operation for a duodenal 
ulcer. 

Much has been written of the recurrence rate following 
the Polya operation, but the literature is surprisingly quiet 
on the recurrence rate for the Billroth I operation. The 
only reliable statistics are those of Schoemaker (1947), who 
reviewed 94 patients, all at an interval of more than three 
years after operation, and found two instances of recurrent 
ulceration. This compares with my recurrence rate of 2%. 
There is certainly no real evidence to show that the Bill- 
roth I operation is more productive of recurrent ulceration 
than is the Polya operation. 

It would be a pity if in zeal to produce no instance of 
recurrent ulceration the philosophy of the late Hedley Visick 
(1948) was generally adopted. He claimed that by removing 
the greater part of the stomach, more than three-quarters, 
and anastomosing the jejunum to the remnant, he found no 
subsequent recurrent ulceration. With the whole stomach 
removed it would also be likely that there would be no 
recurrent ulceration, but after the very radical type of 
operation which Visick recommended one must expect to see 
in high numbers such sequelae as bilious vomiting, reduced 
capacity for food, weight loss, and other unpleasant features. 
It is better, I submit, to treat 100 cases by less radical 
measures, such as the Billroth I operation, and to secure a 
good functional result for 98. If two should later prove 
themselves by re-ulceration to be the black sheep, only those 
need be given a near-total clipping of the offending organ to 
be rid of pain at the price of possible unpleasant sequelae. 


Discussion 


The main inference from these results is that the Billroth | 
operation should be used wherever possible for the surgi- 
cal treatment of gastric and duodenal ulcers. There is a 
strong swing back to the Billroth I operation for treating 
gastric ulcer, but, owing to what may be-unhappiness in 
the dissection of the difficult duodenal ulcer, the Polya opera- 
tion is so often considered to be more suitable for dealing 
with a duodenal ulcer, and the devil take the post-operative 
consequences. 

I find that most duodenal ulcers can be dissected out with 
patience and care, though it is not advisable if they are far 
distal in the second part of the duodenum near the opening 


of the bile duct. I use the Billroth I operation for duodenal 
ulcers as often as I can, as I believe there is a better 
post-operative result. One must expect a proportion of diffi- 
cult dissections, but once the duodenum is freed beyond the 
ulcer it is well to remember that if there is enough to close 
there is enough to anastomose, and one might as well do a 
Billroth I. In the past two years I performed the Billroth I 
operation for 50 gastric ulcers and 78 duodenal ulcers, while 
the Polya operation was done for ; patients only, all with 
distal duodenal ulcers. 

In the past 18 months I have pare endeavouring to over- 
come the reduced capacity, especially for the main meal, 
owing to the small stomach remnant. This is seen in the 
early months after the operation, but greatly improves later. 
Men under 50 are usually more vigorous, needing a bigger 
food intake, and in these I have been leaving nearly half the 
stomach, adding vagotomy in those with duodenal ulcer. 
This is not done in order to achieve an anastomosis, for high 
resection with gastro-duodenal anastomosis can be achieved - 
after resection of a duodenal ulcer. My theory is that a 
Billroth I procedure gives more than the equivalent of a 
pyloroplasty, for it means a fresh start without the ulcer. 
The removal of the lower half of the stomach takes away 
that great stimulator of gastric juice, the mucosa of the 
pyloric antrum, and the vagotomy reduces the secretory 
capacity of the remaining mucosa ; thus humoral and ner- 
vous mechanisms of secretion are both eliminated. As half 
the stomach is removed the incomplete emptying found with 
vagotomy alone is unlikely to occur. So much for the theory. 
In practice it has been working well, judging by impres- 
sions, but the results have not yet been subjected to time 
or detailed analysis, nor have the numbers been sufficient. 
This must therefore remain an interim investigation. 


Summary 

The results of a series of 154 operations for varieties 
of peptic ulcer by Billroth-I-type and Polya-type tech- 
niques are contrasted. 

The main ‘findings are that the patients after a 
Billroth I gastrectomy do not lose weight in an ab- 
normal way like some of those who have had a Polya 
gastrectomy. 

After Billroth-I-type gastrectomy patients showed 
few distressing symptoms after meals, and such un- 
pleasant features as there were tended to wear off 
with the passage of time, in contrast to a persistence 
of those following Polya-type gastrectomies. 

The incidence of recurrent ulcer is the same in both 
series (2%), and it is claimed that there is no real 
evidence of a difference in recurrence rate between the 
two methods. 

A plea is made for nition: too radical resection of 
the stomach, which may eliminate recurrent ulcer but 
cause unpleasant post-operative sequelae. 

Mention is made of a method on trial for improving 
the reduced stomach capacity found at times in the 
early months after operation. 


I thank Dr. E. M. Buzzard for giving so much time and effort 
as an independent judge in this assessment. 
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INFANTILE ECZEMA TREATED WITH 
ORAL CORTISONE 
A CLINICAL REPORT 
BY 


BETHEL SOLOMONS, jun., M.D., F.R.C.P.I. 
es staal to Dr. Steevens’ and the Royal City of 
Dublin Hospitals 


The dramatic but unfortunately temporary improvement 
which occurs in infantile eczema when. cortisone is 
administered has already been reported by Glaser et 
al. (1951). The purpose of the present trial was to 
observe the clinical transformation which they found. 
. Some cases urgently call for temporary improvement 
because of the severity of the skin lesions.and the dis- 
tressingly poor general condition of the infant. For 
these, short courses of cortisone may be considered, 
but, bearing in mind the potential dangers of the drug 
and the relative harmlessness of infantile eczema, it 
should be administered only to carefully chosen cases. 

All the 15 cases in this series were severe and, except 
for the two with hay-fever, had had a good deal of 
treatment. The routine management of the condition, 
which was carried out before it was thought necessary 
to administer cortisone, consisted in a carefully taken 
history, general examination, skin-testing, local and 
general forms of treatment, as well as a period in hos- 
pital. Each patient was also regularly weighed, and 
regular eosinophil counts and routine blood pressure 
estimations were made. There were 10 males and 5 
females. Five were between 6 and 12 months old; 
two were between | and 2 years, and seven were between 
2 and 3 years, 

The mos ¢iifficult point to arrive at in these cases 
was to determine upon a dose unlikely to produce toxic 
effects, and it was thought wisest not to exceed 75 mg. 
a day. This was adhered to except in three cases, in 
which 87.5 mg. daily was given for a short time. No 
other treatment was given, except when weeping lesions 
were present and local applications were essential. 

In the following three groups of cases only observa- 
tions referable to the clinical response of the eczema 
have been noted. The first group describes a number 
of infants whose response to cortisone was slow, un- 
convincing, and not maintained. In none of these was 
an exacerbation seen after treatment. The third case 


produced toxic symptoms. 


Group 1 

Case 1.—A 7-months-old boy had had weeping lesions 
on the face and flexures of the elbows for four months. 
His mother and sister had asthma. On June 3, 1952, 50 
mg. of cortisone daily was started. As there was little 
change two weeks later, 75 mg. was given daily. A slight 
improvement resulted, and after six weeks, although the 
lesions were drier, cortisone was gradually discontinued. 
When she was seen two months later exudative lesions were 
again present. 

Case 2.—A boy sinh 8 months had had eczema of the 
face, flexures, and trunk for the previous three months. 
From April 2, 1952, he was given 75 mg. of cortisone a 
day. There was no improvement after fourteen days, and 
the dose was increased to 87.5 mg. daily. After another 
fortnight the condition was much the same, and the drug 
was gradually discontinued. 

Case 3.—A 2-year-old boy had suffered from eczema of 
the face, neck, and flexures of arms and legs for twenty 


months. There was a lot of crusting and scaling. He had 
a moderate degree of ichthyosis. From March 12, 1952. 


‘he was given 75 mg. of cortisone daily. A month later 


the skin was much improved, but, alarmingly enough, there 
was a rounding of the face, with increase of the scalp and 
eyebrow hair. He gained 24 Ib. (1.1 kg.) in seven days. 
The cortisone was discontinued within a week. The eczema 
relapsed within ten days. At the end of a month his 
weight was the same. By the beginning of August his 
face was normal, and the excess hair had markedly 
diminished. 
Case 4.—A boy aged 2 had had severe atopic dermatitis 
of the face, flexures of elbows, and forearms for eighteen 


‘months. His father had eczema and asthma. On January 


46, 1953, 75 mg. of cortisone daily was started. At the end 
of a week he was much better, and the dose was reduced 
to 50 mg. daily. Three days later exuding lesions were 
again present. The dose was raised to 75 mg. daily, but 
as this did not control the rash, at the end of a week it 
was increased to 87.5 mg. daily. After 16 days with neo 
improvement the drug was gradually discontinued. 

Case 5.—A 3-year-old girl had had severe generalized 
atopic dermatitis since the age of 18 months; her arms 
and legs were very excoriated, and itching had been 
extreme. Her mother has severe asthma. From November 
7, 1952, the patient was given 75 mg. of cortisone daily. A 
fortnight later the itching had diminished, but the rash had 
not quite cleared from the legs. The dose was dropped to 
62.5 mg. daily, but within five days the skin condition was 
worse. Again 75 mg. daily was administered, but, as it 
produced scarcely any improvement after a fortnight, 87.5 
mg. daily was given for 14 days. Little improvement 
occurred, and the drug was gradually discontinued. 

Case 6.—A 3-year-old girl had had severe chronic atopic 
dermatitis of the arms and legs, and slightly on the cheeks, 
for one year, with a flare-up causing oozing lesions. She 
was allergic to all types of fish, and had had severe attacks 
of angioneurotic oedema involving the face, mainly lips and 
tongue. She was given 75 mg. of cortisone daily from 
August 24, 1952. A week later there was little change, and 
the dose was increased to 87.5 mg. daily. Three weeks 
later the condition was much the same, so cortisone was 
gradually withdrawn. Her skin condition is now much the 
same as when first seen. 


Group 2 
These cases illustrate a moderately good response to 


‘cortisone. Exudation was abolished for considerable 


periods, and itching was always remarkably reduced. 

Case 7.—A 10-months-old girl had had a severe dermatitis 
of the face, flexures of arms, and backs of knees for three 
months. From April 8, 1952, 50 mg. of cortisone was given 
daily. Within a week all the lesions were dry, and five days 
later the dose was cut to 37.5 mg. daily. On May 10 there 
was a sudden flare-up of the facial lesions, but a return to 
50 mg. daily rapidly improved it. This dose was maintained 
for eight weeks. It was gradually reduced to 25 mg. daily 
and stopped on August 2. During the past 10 months she 
has had two mild recurrences, relieved by local treatment. 

Case 8—A girl aged 15 months had had moderately 
severe atopic dermatitis involving the cheeks, backs: of 
forearms, legs, and thighs for four months. From May 28, 
1952, she was given 75 mg. of cortisone daily. Ten days 
later there was a great improvement and the dose was cut 
to 50 mg. a day. Two weeks later she got worse and moist 
lesions appeared. The skin responded well again to 75 mg. 
daily, and 14 days later it was reduced to 62.5 mg. During 
the next three months the dose varied between this and 
37.5 mg. daily. It was discontinued at the end of October. 
When seen in April, 1953, there was some redness and 
scaling, but there had been no exudation, and itching was 
negligible. 

Case 9.—A boy aged 2+ had had diffuse papular lesions 
on the trunk, limbs, and face for ten months. His sister 
had had eczema as an infant. On September 4, 1952. 
75 mg. of cortisone daily was started. Ten days later, 
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owing to marked response, it was reduced to 62.5 mg. and 
a week later it was possible to cut it to 50 mg. daily. At 
the middle of October the dose was further reduced to 
37.5 mg. daily and, as no new lesions appeared, a month 
later cortisone was gradually discontinued. When last seen 
in May, 1953, there had been no fresh acute attacks. There 
was a little redness of the flexures of the arms, and 
occasional papules appeared on the trunk. 

Case 10.—An 11-months-old girl had had itchy papular 
lesions of the face, neck, and interscapular regions for five 
months. Her scalp was covered with a good deal of greasy 
scales. On November 6, 1952, 50 mg. daily of cortisone was 


started. In ten days there was considerable improvement. 


of the facial and interscapular lesions. The scalp also 
improved, but never to the degree of the other areas. At 
the beginning of January, 1953, there were no lesions below 
the scalp, and the cortisone, which had been maintained 
at the original dose, was gradually discontinued. When 
last seen in April, 1953, nothing abnormal was noticed 
except slight scaling on the scalp. 

Case 11——A 15-months-old boy had a sudden exacerba- 
tion of eczema, from which he had suffered since the age 
of 10 months. Weeping lesions developed on the cheeks, 
arms, and forearms. The attack may have been due to 
wool, to which he was extremely allergic. From October 
6, 1952, cortisone was given in doses of 50 mg. daily. By 
the end of a week the lesions were dry, and ten days later 
the dose was cut to 37.5 mg. daily. A month later only red- 
ness and a few papular lesions were present in the original 
areas, and cortisone was discontinued. Up to May, 1953, 
there had been no further acute attacks, although the rash 
was more pronounced and itchy. 

Case 12.—A 2-year-old boy had had a diffuse papular 
rash involving the face, arms, trunk, and backs of knees 
for seven months. From March 22, 1952, 75 mg. of 
cortisone was given daily. Ten days later, as he was much 
improved, the dose was reduced to 50 mg. The rash began 
to recur within a week. He was again given 75 mg. daily, 
and this was maintained for six weeks. It was very gradu- 
ally, reduced to 25 mg. daily over a period of seven weeks, 
and successfully discontinued in July. In March, 1953, he 
developed weeping lesions for the first time, and 75 mg. 
daily for a month was necessary to dry them up. Gradual 
withdrawal over a period of six weeks resulted in no relapse, 
and when ‘seen in May there was a slight papular rash in- 
volving the cheeks and the backs of the knees. 


Group 3 

This group showed a very satisfying response, reacting 
rapidly to cortisone, without return of symptoms. _ 

Case 13—A boy aged 9 months had had dry papular 
lesions on the face, scalp, shoulders, and flexures of elbows, 
and slightly on the wrists, for two months. On June 11, 
1952, cortisone, 50 mg. daily, was started. A week later 
the rash had cleared except for very slight scaling and 
redness of the face. Up to September it was kept in good 
control by 37.5 mg. or 25 mg. daily. It was slowly discon- 
tinued in October, and there had been no exacerbation up 
to March, 1953. 

Case 14.—An orphan boy aged 24 had a-papular and 
scaly dermatitis of the face, arms, legs, feet, and inter- 
scapular and lumbosacral areas, associated with hay-fever. 
It was his second attack, the first one having occurred a 
year before. On May 7, 1952, cortisone, 50 mg. daily, was 
started. Ten days later he was practically well. By the 
middle of June, as pollination was over and the signs of 
eczema were limited to slightly scaly areas on the back 
of the left leg, cortisone was gradually discontinued. There 
was no recurrence up to January, 1953, soon after which 
he went to America. 

Case 15—A girl aged 3 had a severe diffuse papular 
dermatitis associated with severe hay-fever. It was her 
first attack of eczema. On May 10, 1953, cortisone, 75 mg. 
daily, was started. There was an immediate improvement 
‘in the hay-fever and skin lesions. Five days later the dose 


was reduced to 50 mg. daily. A week later the rash had 
disappeared except for residual erythema. She was main- 
tained on 37.5 mg. daily until the middle of June, when 
the drug was discontinued. A month later there had been 
no recurrence of the rash. 

Comment 

Owing to the dangers already mentioned, there seems to 
be little justification at present for administering cortisone 
to infants with eczema, unless the lesions are severe, the 
infant’s general health is definitely deteriorating, and 
scratching has become a ceaseless habit. Then cortisone is 
often of great value for temporary improvement. Sometimes 
there is a temptation to give it in moderate cases when there . 
is pressure from anxious parents, but it is better to explain 
to them that the benefits of cortisone in infantile eczema 
are only temporary, and indicate that exacerbations may 
occur after withdrawal of the drug. 

One of Lever’s (1951) contentions regarding the disadvan- 
tages of cortisone in atopic dermatitis is that the rebound 
of the disease after discontinuation of the drug is worse than 
in most of the other diseases. My patients, however, did ~ 
not have this experience following treatment, . although 
lesions assumed their former character in many. Unfortu- 
nately, toxic effects give no warning of their appearance. 
The 2-year-old boy (Case 3) developed excessive growth of 
hair four weeks after a relatively low dosage of cortisone. 
Other patients who had larger doses had no toxic symptoms. 
One of the infants in Glaser’s (1952) series developed 
transient hypertension. 

Generally speaking, when the patient responds to corti- 
sone it should not be continued for a protracted period. 
But in very exceptional cases Baer and Leider (1951) con- 
sider it warranted so long as a maintenance dose of 25 mg, 
is used. Glaser (1952) has also done this when asthma was 
a feature of the case, and W. R. F. Collis (1953, personal 
communication) reports a case of infantile eczema, com- 
plicated by asthma, which has been treated with A.C.T.H. 
and cortisone for one year without ill effects and with 
much benefit. Glaser (1952) suggests that in long-term 
therapy alternation between courses of A.C.T.H., which 
causes hypertrophy of the adrenal glands, and cortisone, 
which causes atrophy, should be used a maintain a reason- 
able balance. 

The euphoria which is usually so Ne in adults 
taking this drug is also obviously present in infants. Also, 
their appetite increases and sleep is prolonged, and all these 
features are usually evident within two or three days of 
taking cortisone. When the eczema responds to cortisone 
the effect is so dramatic and satisfying that the underlying 
complex, and perhaps allergic, nature of the condition is 
frequently forgotten. It often requires a little reflection on 
the part of the administrator to realize that, unfortunately, 
the treatment is symptomatic only. 

As will be seen from the description of these cases, there 
were few results which could be classified as good. Two 
cases which responded well were associated with severe 
hay-fever, and Reicher et al. (1952) have already shown 
that the latter condition frequently benefits from the 
judicious use of cortisone. In most of the other cases, 
all of which had severe skin lesions, the temporary benefits 
these unfortunate infants obtained appeared to justify the 
administration of short courses of cortisone. 

The question yet to be answered is: What will be the 
effects produced by this early administration of cortisone 
as the infants grow? On account of immediate and un- 
known late risks, therefore, it is felt at the moment that 
until every other form of treatment has been tried, and 
except for the severe distressing generalized cases, cortisone 
should be withheld in infantile eczema. 


Summary 


Fifteen cases of infantile eczema were treated with 
oral cortisone. Temporary benefit usually resulted. 
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One case showed toxic effects by growing an excess 
of hair on the face. 

Infections which are easily masked by cortisone 
should be carefully watched for. 
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Medical Memorandum 


= 


Use of Methyl N-Propyl Ether as an Anaesthetic 
for Children 

The use of methyl n-propyl ether in anaesthesia dates from 
its inclusion in a series of ethers investigated by Krantz et al. 
(1946). The physical and chemical properties are not dis- 
similar to those of diethyl ether, of which it is an isomer, 
and similar precautions against explosion risk must be 
observed. Its safety margin is close to that of diethyl ether, 
the arbitrary standard (Krantz ef al., 1947), arid it is ex- 
creted from the body without having undergone metabolism. 
The chemical formulae of the two substances are : 


CH,.CH,.CH,7 
Methyl n-propyl ether. Diethyl ether. 


In the present series of 378 cases in which methyl n-propyl 
ether was used as a maintenance agent all the patients were 
subjected to plastic surgical procedures, and the group 
selected for study includes ages from birth to the fifth 
birthday, distributed as follows : Ist year, 108; 2nd year, 
87; 3rd year, 71; 4th year, 50; 5th year, 62. 

By the age of 3 most of the surgery for hare-lip and 
cleft-palate has been completed, and the liability to burns 
and trauma causes the increase in surgery in the fifth year 
and subsequently. The duration of administration of anaes- 
thesia varied from 10 minutes to 180 minutes, the average 
being 76 minutes. With the exception of eight cases, 
administration was carried out by means of an intratracheal 
tube, using the method described by Picken (1950), the 
vaporizing agent being oxygen or a 2:2/3 oxygen and 
nitrous oxide mixture at a flow rate of 4 to 5 litres a minute. 

In this series 209 patients were operated upon for repair 
of hare-lip and/or cleft-palate, among them an Abbé repair 
of primary hare-lip at 5 months, in which the administration 
lasted 145 minutes ; 80 underwent excision and/or grafting 
of burns ; and the remaining 89 were submitted to a large 
variety of procedures, including a repair of spina bifida 
lasting 105 minutes, eleven hours after birth, and a colos- 
tomy at 26 hours. 

Premedication.—Atropine alone, 1/200 to 1/100 gr. (0.3 
to 0.6 mg.), was used in the smallest children. Pentobarbi- 
tone sodium (“ nembutal”) at the rate of 0.7 gr. per stone 
(7 mg per kg.) body weight, with atropine, was given orally 
to some; morphine sulphate, 1/40 gr. per stone (0.25 mg. 
per kg.), with atropine was given to others ; while a few of 
the older children received papaveretum and scopolamine. 
All these drugs, with the exception of pentobarbitone, were 
given by the intramuscular route. 

Induction.—Cyclopropane and oxygen 50:50 was used 
as the inducing agent in 200 cases, and ethyl chloride fol- 
lowed by methyl n-propyl ether on the open mask in most 
of the other 178. In a very few cases induction and main- 
tenance were carried out with methyl n-propyl ether alone. 
Cyclopropane is preferred by one of us (H. G. M.) because 
it gives a very rapid induction, free from coughing or excite- 
ment. Its vapour density (21) is greater than that of air 
(14.3), and most of the children were anaesthetized without 


athe use of a mask by “ pouring” the gas from a tube con- 
cealed within the hand. Intubation was carried out, using 
either the Magill or the Macintosh laryngoscope, as soon as 
the jaw was relaxed. Induction with ethyl chloride and 
methyl n-propyl ether appeared to be more rapid than 
induction under similar circumstances with ethyl chloride 
and diethyl ether. The relatively non-irritating vapour of 
methyl n-propyl ether causes less coughing and breath- 
holding and allows induction to proceed more smoothly: 

Course.—After intubation anaesthesia was maintained 
with either pure oxygen or a mixture of nitrous oxide and 
oxygen as a vaporizing agent for the methyl n-propyl ether. 
The vapour is carried by pressure tubing to a Cardiff con- 
nector attached to the end of the intratracheal tube so 
that there is no resistance to breathing in the circuit. 
Because this ether is relatively non-irritating we have found 
that anaesthesia may be deepened very rapidly when re- 
quired, and therefore a very light plane may be maintained 
when relaxation is not needed. The respiratory rate is not 
apparently increased to the same extent by methyl n-propyl 
ether as by diethyl ether, nor is there any apparent increase _ 
in capillary oozing in the presence of an unimpaired air- 
way. We have observed no cardiac irregularities in the 
series. The response of the pupil to methyl n-propyl ether 
shows a time lag when compared with the sequence for 
diethyl ether (Guedel, 1937), and consciousness may be 
reached during withdrawal of anaesthesia from depth before 
the pupil contracts (Shane, 1947). Recovery from anaesthesia 
is rapid, and the cough reflex is quickly restored. Excite- 
ment and struggling are very uncommon. It has been found 
possible to begin feeds in all cases very soon after with- 
drawal of anaesthesia, thus minimizing nutritional loss. In 
the concentrations used there have been no complaints of 
headaches or disagreeable feelings in the surgical teams 
(Fisher and Whitacre, 1947). 

Sequelae.—We have found no significant alteration in 
the incidence of post-operative nausea and vomiting when 
compared with diethyl ether. No vomiting persisted be- 
yond the first post-operative 24 hours. The type of surgery 
undertaken in this series has necessitated the acceptance 
for operation of a higher than normal proportion of patients 
with chest infections. It is our impression that complica- 
tions are few, since coughing is restored rapidly and co- 
operation in physiotherapy soon follows. There were no 
deaths immediately or remotely attributable to the anaes- 
thesia. 


We are indebted to Mr. Emlyn Lewis, consultant plastic surgeon 
to the United Cardiff Hospitals and the Welsh Regional Hospital 
Board, under whose care these patients were admitted, for his 
co-operation. 


G. Mippieton, M.R.C.S., D.A., F.F.A. R.C.S., 


Consultant Anaesthetist, Welsh Regional Hospital Board, 
St. Lawrence Hospital, Chepstow. 


D. K. W. Picken, M.B., D.A., F.F.A. R.CS., 


Consultant Anaesthetist, United Cardiff Hospitals ard 
Welsh Regional Hospital Board ; Recognized 
Clinical Teacher in Anaesthetics, Welsh 
National School of Medicine. 
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The United States Food and Drug Administration has 
directed that drug products containing more than 5% of 
oil of wintergreen must bear on their labels a warning that 
they should be kept out of reach of children, and that use 
contrary to directions may be dangerous. The methyl sali- 
cylate in the oil of wintergreen attracts young children 
by its smell, and a considerable number of deaths have 
occurred in the U.S.A., as in Britain, from young children 
drinking such preparations as liniments containing oil of 
wintergreen. Parents are not often aware of how dangerous. 
these preparations are to children. 
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STRESSES AND STRAINS 


Stress and Disease. Professor Harold G. Wolff, M.D. 
. 199; 38 figures. .) Springfieid, Illinois: Charles C. 
omas. Oxford: Blackwell Scientific Publications. 1953. 


Psychosomatic disorders are in the forefront of medical 


attention at the present time, but they are difficult to investi- 
gate by the methods of inductive science. It is therefore 
valuable to have a general statement of the views of Wolff, 
who has been remarkably successful in devising objective 
methods for their study. Wolff uses “stress” in a slightly 
different sense from Selye, and more correctly in terms of 
mechanics. Stress is the internal or resisting force brought 
into action by the external force or load ; the result is called 
strain or deformation. Wolff has been particularly con- 
cerned with the detection and measurement of these strains 
as revealed by disturbed function of organs, circulatory 
' changes, contraction of smooth muscle, and similar effects 
in man. Selye has written more about the common and 
non-specific effects of illness seen in experimental animals, 


whose relevance to human disease has not yet been com- . 


pletely demonstrated. 


Wolff gives a fascinating account of the experimentally. 


observed effects of stress in man. He shows that much of 
the human equipment has to do with meeting emergencies 
and overcoming crises, and that in certain circumstances 
the responses may be qualitatively as well as quantitatively 
inappropriate and may result in disease. When ‘he goes 
further and says that the social impact of man on man 


may be as seriously traumatic as the assaults of micro- - 


organisms or physical forces, some of us will find it difficult 
to follow him. The actual proof that social or emotional 
upsets can produce peptic ulcers, ulcerative colitis, or 
exophthalmic goitre still seems to be lacking. Certainly 
these disorders have not been produced experimentally—as 
hysterical paralysis or anxiety neurosis has been so pro- 
duced. 

If it is argued that these diseases are multifactorial in 
aetiology, then surely the approach to them should be 
statistical and not anecdotal. The English reader will not 
find the interpretation of symptoms in terms of organ jargon 
convincing, particularly in American patients who appear 
to be well read in Life, Time, and the Reader’s Digest, and 
anxious to volunteer what the doctor expects them to say. 
The epidemiological approach is likewise marred by special 
pleading. For example, on page 111 we are told that there 
was a striking rise in hyperthyroidism in Norway, Denmark, 
and Holland in the recent war, but not in neutral Sweden ; 
we are not told that there was no rise in England. Nor are 
we told that there was a striking fall in thrombosis and 
embolism in Norway during the war, though on page 89 
we are told that one of the important effects of painful 
experiences or periods of alarm and anxiety is an increased 
clotting proclivity. . 

In conclusion, then, this monograph is most stimulating 
as a record of experimental work, but less convincing when 
the author is theorizing from his data. Indeed, one can say 
about Wolff what he himself says about Selye, that his 
generalizations, “ important though they may be in illumin- 
ating aspects of many reactions to stress, cannot be con- 


strued as a universal formulation.” 
L. J. Witts. 


PHILOSOPHY OF VISION 


Introduction to Physiological’ Optics. By Armin_ von 
Tschermak-Seysenegg. Translated by Paul Boeder, Ph.D. 
(Pp. 299; 111 figures. 75s.) Oxford: Blackwell Scientific 
Publications. Springfield, Illinois: Charles C. Thomas. 


1952 


The American Committee on Optics 4nd Visual Physiology, 
a joint committee of the American Ophthalmological 


Society, the Academy of Ophthalmology and Otolaryng- 
ology, and the American Medical Association, has done a- 
service by translating the second edition of Tschermak- 
Seysenegg’s book into English. The German original ap- 
peared in 1941, but the book is still fresh and valuable. It 
breathes ‘the spirit of the school of physiology of Prague, 


-where the author occupied the chair in succession to the 


great Ewald Hering, one of the few whose experimental 
and philosophical work will always exert an influence on 
the interpretation of visual sensations and perceptions so 
long as these subjects are studied. 
Tschermak’s great contribution to our understanding of 
the physiology of the visual process was his insistence on 
the relationship betweén objective and subjective pheno- 
mena. His philosophy implied the reality of a physical 
sphere independent of the observer and a subjective sphere, 
equally real and equally susceptible of analysis, not iden- 
tical with but related to observable physical phenomena. 
The reader will not find details of the optical, photo- 
chemical, or neurological groundwork of visual sensations 
in this book, but rather an interpretation of this dual philo- 
sophy of visual perceptions as applied to the light sense, 
the colour sense, and our appreciation of space. The. 
original German text was by no means. easy reading ; nor, 
indeed, is this translation; but few could have conveyed 
the sense of the author in more readable and fluent English 
than the translator, Dr. Paul Boeder, of the Harvard 


Medical School. 
STEWART DUKE-ELDER. 


INDIAN SOCIAL MEDICINE 


Medicine and Our Social Welfare. Dutta, 

O.B.E., M.B., D.G.O., F.R.CS. 

6s) Calcutta: Thacker Spink end Co. 1953. 
Professor Crew is right when he says that India is beset by 
a multitude of problems, and this book offers to the states- 
man both a challenge and loyal co-operation. One in- 
fluential statesman, the Minister for Health, agrees with the 
author that the giants are ignorance, poverty, and disease, 
against whom must be brought environmental hygiene, 
health education, and housing—which is true of Britain 

also, but the needs are much more urgent in India. 

In this book a short chapter on the history of medicine 
is interesting and salutary—salutary in that medical prac- 
tice in some of the earlier civilizations.is discussed from 
what to British readers is an unusual viewpoint, philosophic 
as well as geographic. Under the heading of socio- 
economics, the relationship in India between poverty on 
the one hand and morbidity and mortality on the other is 
starkly revealed.. Here, as elsewhere, bad housing presents 
an appalling problem, but the basis of all the distress in 
India is clearly poverty and the other problems are essen- 
tially sequelae. The average income per head in dollars 
in India is given as 34; in the U.S.A. it is 554 ; in the United 
Kingdom it is 468. 

There are at least two possible remedies—an increase of . 
income and a reduction in the number of heads. The 
author is in favour of both, and in relation to fertility he 
discusses continence, the safe period, home-made contra- 
ceptives, sterilization, and contraceptive paraphernalia in- 
vented by Europeans and Americans for the destruction of 
the human race. The author, much burdened by the distress 


_of the people and so much in earnest in his efforts to help, 


would increase his services to India if he would advise the 
first two methods only of family planning. 

This little book produces a sense of grief—a sorrow that 
there should be so many millions of people in the world 
who are deprived of a minimum of the basic necessities to 
which in accordance with natural justice they are entitled. 
For that reason, I hope the book will be widely read, with 
consequent enlightenment and stimulation of conscience. 


C. METCALFE BROWN. 
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THE TUBERCLE BACILLUS 


The Metabolism of the Tubercle pate. 

.D 

wo 

448; 24 

tions. 1953. 
This book is intended for the research worker in the field 
of tuberculosis and is compiled by two authors, one of 
whom is associated with tuberculosis research in the United 
States of America and the other in France. The present 
volume brings up to date The Chemistry of Tuberculosis 
published by Wells and Long in 1932 and L’Infection Bacil- 
laire et la Tuberculose published by Calmette in 1936. In 
five chapters the authors review all the recent work on the 
metabolism of the tubercle bacillus, such as the organic and 
inorganic requirements of the tubercle bacillus for its growth 
in vitro, the modern methods and the principles of the depth 
culture of the bacillus, the respiratory requirements of the 
organism, both in vitro and in vivo, the enzymes associated 
with the bacillus and the products of metabolism of the 
organism. The most informative chapter is that on the 
enzymes, and the reading of this leaves one in little doubt 
how complex the whole problem of attacking the tubercle 
bacillus through its enzyme system must be. The work has 
been carefully compiled and reports the knowledge gained 
from about 750 recent publications on the subject. A list of 
these is given in the bibliography. The book requires inten- 
sive study to be appreciated, and its value would have been 
enhanced if the authors, who are authorities on the subject, 
had stated more frequently their own opinion on many of 
the papers under review. 


William F. 


JoHN W. S. BLACKLOCK. 


PROBLEMS OF THE NEUROSES 
Problems in the Field of Neurosis and yan rg = | 
Professot H. C. Riimke. . 74. 15s.) Oxford: Blackwe 
Scientific Publications. 195 
Professor Riimke attaches great valye to Hughlings Jackson’s 
principle and considers that its importance in psychiatry— 
especially in the understanding of the neuroses—has been 
overlooked. Jackson says, “The symptomatology of ner- 
vous diseases is a double condition: there is a negative 
and there is a positive element in every case.” Disease 
produces negative mental symptoms due to the disturbance 
of integrative activity. What we observe in psychopatho- 
logical states—namely, the positive element—is normal 
psychic life going on under the conditions brought about 
by the dropping-out of some function. Psychogenesis, 
Riimke believes, has been given too much significance, 
because psychiatrists, concentrating on the positive, have 
neglected the negative element. Only in a few cases is a 
psychogenic condition aetiological. A neurosis is not only 
a clinical condition but a syndrome made possible by entirely 
different circumstances. The neuro-physiological and neuro- 
anatomical studies of psychiatric disease have too often been 
neglected. Often unchangeable qualities in the personality 
are present, and it is here that psychotherapy finds its 
limitations. Nevertheless, Riimke considers psychotherapy 
to be indispensable. He admits that we must rely on clinical 
experience and acumen to realize the psychogenic factors 
and to separate them from the non-psychogenic. Psychiatric 

“ sects ” have been a source of weakness in the development 
of effective psychotherapy. There have been too many en- 
thusiasts who feel that in one system or another lies the 
final answer to the problems of neurosis and psychotherapy. 
The personality of the patient must be assessed, and here 
he follows the teaching of Klages on the structure of the 
personality. The sections devoted to the personality of the 
psychotherapist are thoughtful and salutary. We must rid 
ourselves of the illusion that any psychotherapist who has 
had a training analysis is ipso facto an efficient ‘psycho- 
therapist. 

This slim volume contains five lectures given to experi- 
enced psychiatrists with special reference to the organization 
of psychiatry in Denmark. - Unfortunately the lecture form 


cate its quality. 


has been maintained and the material is somewhat condensed 
and at times irritatingly dogmatic: Nevertheless this contri- 


bution is stimulating and will repay careful reading. 
E. A. BeNNET. 


A GOOD DOCTOR 


The Good Doctor, and other selections from the Essays and 
Addresses of William de Berniere MacNider. With tributes 
by Chancellor Robert B. House, Dr. William M. Coppridge 
and Victor S. Bryant. Edited = Dt W. McLendon an 
Shirley Graves rane. ( 40s.) North Carolina : 
University Press. London: Cumberlege. 1953. 
William MacNider, the subject of this memoir, was born ii 
1881 in Chapel Hill, and he died there in 1951. One of his 
Negro fellow-citizens declared that he was “the best pneu- 
monia doctor that’s ever been on Chapel Hill.” He was 
not only a horse-and-buggy doctor but he was also professor 
of pharmacology in the University of North Carolina. The 
long list of his scientific papers at the end of this finely 
produced book demonstrates the importance of his research 
work. His colleagues and his students write here eloquently 
of his enthusiasm, his devotion, and his goodness. “This — 
little city of Chapel Hill has become indeed the Capital of 
the Southern Mind” we are told, and in no one was this 
better exemplified than in Dr. MacNider. He was a charac- 
ter if not a card: he would say to his pharmacology class, 
“It is spring ; and this weekend forget pharmacology, send 
some red roses to your girl, go to church, and worship God.” 
He came early under the influence of Osler, and the essays 
in this book are in the Oslerian tradition, but they have 
none of Osler’s genius. In 1937 he addressed the medical 
school of the University of Tennessee on “ The Biologically 
Minded Physician.” This is a fine subject and we turned 
to the essay with eager expectancy. Two extracts will indi- 
“The great advance made in the under- 
standing of heart diseases did not come from an elaborately 
mechanized laboratory: but from and through the mind of 
a country doctor in Scotland carrying on his inquisitiveness 
on human beings living under thatched roofs in districts 
remote from medical centers.” Can this be Burnley ? 
“ Money is refuse which comes as a by-product of thought- 
ful living in which happiness develops through a loss of 
the individual in thought and reason.” One does not need 
to be a Stephen Potter to see that the example of William 
Osler encourages a turgid and unreasoning sententiousness 
in more ordinary physicians. Dr. MacNider was a great 
and good man in his place and in his generation; this 
expensive memoir has no more than a local and topical 
value. D. V. Huss.e. 


Each year medical workers coin new words to describe their 
discoveries and express their hypotheses. So long as medicine 
is on the march this is inevitable—at least to some extent. True, 
some of the new terms are unnecessary, and some misbegotten, 
but there remains a useful modicum without which we could not 
well manage. This alone would be enough to justify the exist- 
ence and regular revision of the several excellent medical diction- 
aries on the market. But in addition medical nomenclature is sc 
adorned—and muddied—by a wealth of synonyms, many 
eponymous, that it is hardly possible to read the briefest medical 
paper without recourse to a dictionary. Stedman’s Medical 
Dictionary is one of the best available, and Messrs. Baillitre, 
Tindall and Cox, Ltd., have recently brought out a revised edition 
(the eighteenth). It has been edited by Dr. Norman Burke 
Taylor, professor of medical history and literature in the Uni- 
versity of Western Ontario, Canada, in collaboration with 
Lieutenant-Colonel Allen Ellsworth Taylor, classical editor. The 
printing was done in the United States, and the style and spelling 
are American. Besides the main body of the book, comprising 
1,536 pages of double-column entries, there are an introductory 
chapter on medical etymology and some useful appendices 
(weights and measures, comparative temperature tables, anatomi- 
cal nomenclature, etc.). This edition contains several thousand 
new entries and over 500 new illustrations. Although the great 
majority of the terms are medical, there are also words from 
dentistry, chemistry, botany, biology, and veterinary and electrical 
science. Brief medica] biographies are given and eponymous 
terms are ibed. The dictionary is strongly bound, and is 
about the size of Gray’s Anatomy. It costs 63s. 
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REACTIONS TO STRESS 
When an animal is injured, develops an infection, is 


exposed to x rays or to cold, or is subjected to almost. 


any circumstances not ordinarily encountered in its 


day-to-day existence, a series of bodily reactions take - 


place which allow the animal to withstand and adapt 
itself to the insult. Professor Hans Selye, in Montreal, 
has carried out extensive and ingenious investigations 
_ in an attempt to elucidate the mechanisms by which 
this adaptation is achieved.'? Out of this work have 
grown his conception of the general adaptation syn- 
drome and his belief that certain pathological condi- 
tions in man and animals—the so-called diseases of 
adaptation—are caused by some abnormality in this 
process of adaptation. Some of Selye’s ideas are hard 
to accept, and his terminology does not make the 
understanding of them easier. Other investigators* 
have not always been able to reproduce his experi- 
mental findings, and the interpretation and signifi- 
cance of the results, particularly when applied to man, 
are not clear. 

When an animal is exposed for a long time to a 
particular noxious stimulus it adapts itself, and a 
series of bodily changes may occur, such as a fall 
in body temperature and blood pressure, involution 
of lymphatic tissue, lymphopenia, a polymorpho- 
nuclear leucocytosis, adrenal hyperplasia, and dimi- 
nished resistance to other non-specific stimuli. The 
sum of these non-specific bodily reactions constitutes 
the general adaptation syndrome, and Selye believes 


that the adrenal cortex plays an essential part in caus- 


ing the anatomical and biochemical changes found in 
the syndrome. Certainly adrenalectomized animals 
and patients with untreated Addison’s disease are 
unable to survive minor traumata which would not 
cause any apparent disturbance in a normal subject. 
Other investigators‘ * have contended that the adrenals 


The Story ofthe 1952, Acta, Inc., Montreal. 
t ‘at 
* ingle, Progress in Hormone Research, 1953, 8, 143. 


‘4m intern. Med., Posi, 35, 653. 
SS in Hormone 6, 277. 
* Bauer, W and W. S., ibid., 1953, 8, 2 
7 Cope, C. and Hurlock, B., Clin. "13, 69. 
Research, 1953, 8, 171. 


Gaunt, oundation uium on Endocrinology, to 
18 Bayliss, R. 1. S., and Steinbeck, A. W., Lancet, 1954, 1, Mole 
14 British Medical ‘Journal, 1951, 2, 1189. 
15 Progress in Hormone Research, 128. 
and Ragan Soc, exp. Biol. (N.¥.), 1950, 78, 99. 
1951, 166, 


3 W., et al., Ann. rheum. Dis 1949, 8, 307. 
Wn dam. the Society for Endocrinology, 1954. 


play only a permissive role, that the presence of 
adrenocortical steroids is required for the changes 
found in the adaptation syndrome to take place but 
that they are not themselves the cause of the changes. 

Selye observed that rats, when exposed to cold, 
forced exercise, or formalin, developed hypertension, 
transient arthritis and pathological lesions akin tc 
nephrosclerosis, periarteritis nodosa,, and Aschoff 


- bodies, particularly if the animals were previously 


conditioned by unilateral nephrectomy and a high- 
salt diet. He postulated that, because these patho- 
logical lesions developed during the process of 
adaptation to a variety of different stimuli, they 
might be causally related to overactivity or abnor- 
mal activity of the adrenal glands. Support for this 
hypothesis was obtained by observing that the 
lesions could be potentiated with deoxycortone ~ 
(D.O.C.) and prevented or attenuated with cortico-— 
trophin or cortisone. Selye suggested that for un- 
known reasons adrenal secretory activity sometimes 
becomes abnormal during adaptation to prolonged 
stress, that the balance is disturbed between the 
amounts secreted of mineralocorticoid inflammation- 
stimulating hormones (such as D.O.C.) and of gluco- 
corticoid anti-inflammatory hormones (such as corti- 
sone and cortisol), and that in consequence the 
diseases of adaptation develop. 

These hypotheses have been criticized on many 
grounds.** ‘There is no satisfactory evidence that 
non-specific stressors will cause adaptation diseases 
in laboratory animals under naturally occurring 
conditions. It is doubtful whether the experimen- 
tally induced pathological lesions in rats, previously 
conditioned by removal of one kidney and fed on a 
high-salt diet, are the same as those occurring in 
the human connective-tissue diseases. While cer- 
tain forms of stress, such as surgical trauma, un- 
doubtedly cause increased adrenal activity, it has 
not been proved that all types of stress cause such 
a response.’* Until recently there was little evidence 
that a specific mineralocorticoid, especially potent in 
controlling electrolyte metabolism, was elaborated in 
man, but this objection must be overruled since the 
isolation of aldosterone (11,21-dihydroxy-3,20-diketo- 
4-pregnene-18-al), formerly called electrocortin.’ *° Pre- 
liminary reports’’ ** on this substance suggest that it 
has glycogen-depositing and eosinopenic, in addition 
to sodium-retaining, properties, but it remains to be 
seen what are its physiological effects and whether 
there is any disturbance in the relationship between 
the amounts of this compound and of cortisol secreted 


‘before or after the onset of the so-called diseases of 


adaptation. There is little evidence to support the 
suggestion that non-specific therapy is beneficial in 
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rheumatoid arthritis, for example, by increasing the 
secretion of glucocorticoids.** Although in a carefully 
conducted study Caughey and McCoy“ have reported 
that D.O.C. aggravated the arthralgia in a patient 
with pre-existing rheumatoid arthritis who subse- 
quently developed Addison’s disease (they did not, 
to quote Selye,’* “produce arthritis with D.O.C. at 
will”), Perera and Ragan’* failed in a similar case 
to aggravate the arthritis with D.O.C., and other 
workers'’** have not found that D.O.C. exacerbates 
the symptoms of rheumatoid arthritis or counteracts 
the beneficial effects of cortisone. 

The communication from Selye published i in our 
opening pages this week is related to the observation 
that the inflammatory response to a locally applied 
irritant is much reduced when the experimental 
animal is exposed to stress. It has been previously 
supposed, but not proved, that the reduction in the 
inflammatory response is related to increased circu- 
lation of adrenocortical hormones, since it is well 
known that cortisone and cortisol diminish the 
intensity of an inflammatory reaction. In the pre- 
sent experiments croton oil was used as a local irri- 


tant to produce an inflammatory reaction, and starva-' 


-- tion and forced immobilization to produce the general 
stress. The effects of the presence or absence of the 
adrenal glands and of the administration of gluco- 
corticoids or D.O.C. were observed. Under the condi- 
tions of the experiment a general stress decreased the 


local inflammation. This decrease was greatest in 


animals with intact adrenal glands but occurred to a 
less extent in adrenalectomized animals maintained 
on small doses of cortisone or cortisol and not in 
animals maintained on D.O.C. Thus Selye postulates 
that the anti-inflammatory effect of general stress is 
mediated by two factors—an increased discharge of 
endogenous glucocorticoids and a peripheral syner- 
gism between the corticoids so liberated and some 
other effect not mediated through the adrenal glands. 
He also found that further application of the local 
irritant caused a greater degree of necrosis in those 
animals that were subjected to stress and previously 
had shown the least’ inflammatory reaction. Selye 
uses this as evidence that local tissue reactions can 
be modified by stress applied several days earlier. 
What deductions about human reactions may be 
drawn from these experiments is uncertain. It remains 
to te shown how much starvation or forced immobi- 


. lization activates the pituitary-adrenal system, and | 


what is the nature of the non-adrenal factor which 
reduces the inflammatory reaction and increases the 
tendency to necrosis. Critics may question whether 
the condition of an immobilized rat “is not unlike 
that occasioned by physical and mental fatigue in 


man.” When all has been said, Selye’s technical 
brilliance as an animal experimenter, and his imagi- 
native boldness in theory, continue to act as a 
provocative stimulus to other workers. 


OCCUPATIONAL MORTALITY 


The late Professor M. Greenwood! described the 
Registrar-General’s decennial studies of occupational 
mortality in England and Wales as “the most valu- 
able single instrument of socio-medical research our 
national armoury contains,” and many will wish to 


’ study the latest contribution in this series, a prelimi- 


nary analysis of deaths in 1950 related to the 1951 | 
Census 1% sample tables. This publication? is the 
more welcome in that it is twenty years since the 
previows occupational mortality analysis was under- 
taken, when deaths in 1930-2 were related to the 1931 
Census, and many changes have taken place since 
then in our national life and in medical science and 
practice, changes that could have the effect of render- 
ing some of these earlier findings out of date. In due 
course this report will be followed by a much more 
detailed one covering the five years 1949-53. 

Since 1851 the Registrar-General has taken the 
deaths registered in or about each census year and 
has related them to the numbers of people enumer- 
ated in various occupations at the census; and since 
1911 the occupations have been grouped into a num- 
ber of so-called social classes. Eight classes were 
distinguished in 1911, but since 1921 there have been 
five—I (professional occupations), II (intermediate), 
III (skilled), IV (partly skilled), and V (unskilled 
occupations): This social classification is purely an 
occupational one, and takes no regard of personal 
circumstances, income, education, and so on except 
in so far as these are reflected by the individual's 
occupation. As only one year’s deaths have been 
tabulated for this latest report and as the population 
estimates are based only on a 1% preliminary sample, 
most of the mortality rates that are given are for the 
social classes ; little attempt has been made to calcu- 
late rates for individual occupations, though a few 
are shown for one or two large groups such as miners, 
transport workers, and clerical workers. Mortality 
indices for various diseases are given separately for 
men aged 15-64 and aged 65 and over, and for 
married women classified by their husbands’ 
occupations.* 

Though it will probably be advisable to await the 
detailed five-year tables before drawing too many 


conclusions from this interim report, comparison of 


1 Some British Pioneers of Social Medicine, 1948, London. 

pe Registrar-General’s Decennial Supplement: England and Wales, 1951. 
ccupational Mortality, Part I, H.M.S.O., London, 7s. 6d. 

See British Medical Journal, May 15, p. 1162. 
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some of the 1950 results with those for 1931 makes 
an interesting and profitable study. In the 1931 


analysis, as in the one before it, the standardized 


mortality ratio (S.M.R.) of men aged 15-64 increased 
steadily from social class I, where it was 90, to social 
class V, where it was 111. The same kind of differ- 
ence has persisted between these. two classes in 1950, 
with $.M.R.s of 97 and 118, but the indices for the 
three intermediate classes have lost their uniform 
gradient. In 1950 the lowest index of all was given 
by social class II (86) and the second lowest by social 
class IV (94). This reorientation of the social class 
mortality gradient has not arisen, it is believed, from 


random fluctuations in the data, but the report sug- — 


gests the advisability of awaiting confirmation from 
the full 1949-53 analysis before speculating unduly 
about the reasons for the change. 

Among causes of death that, as in 1931, showed a 
steep gradient of increasing mortality from profes- 
sional .to unskilled occupations were bronchitis 
(S.M.R. increasing from 33 in social class I to 172 
in social class V), pneumonia (43 rising to 157), 
gastric ulcer (56 to 144), cancer of stomach (57 to 
132), myocardial degeneration (67 to 137), and respi- 
ratory tuberculosis (64 to 149—but only 62 in social 
class II). Once again coronary disease displayed the 
opposite tendency, with highest mortality among 
professional men and the lowest among unskilled 
workers. In 1931 the range of S.M.R.s was from 
237 to 67, and though the disparity was less in 1950 
(namely, 159 to 89) it is still a striking feature of this 
diseasé. One odd finding, however, was that the 
gradient for coronary disease in married women was 
in the opposite direction to men, a new development 
since 1931. With so much interest centring upon 
cancer of lung these days it is worth observing that 
the social-class mortality gradient among men was 
indefinite in 1921 and 1931; and the new figures do 
not help much. §S.M.R.s were lowest in social classes 
I and II (80 and 79) and highest in social classes III 
and V (108 and 116), the index for social class IV 
being 89. There was evidence, as in 1931, of higher 
mortality from leukaemia in professional than in 
unskilled occupations and of a similar, ane less 
certain, gradient for appendicitis. 

An analysis of infant mortality and of stillbirths by 
social class confirms what has been suspected for 
some time, that despite the enormous reduction in 
mortality that has been achieved during recent decades 
the characteristic social class differences have re- 
mained relatively unchanged. Total infant mortality 
has remained more than twice as high among the 
children of parents in unskilled occupations as 
among the children of those in professional occu- 


pations—rather less than twice as high for still- 
births and deaths under 4 weeks of age, but four 
times as high for infants dying between 4 weeks and 
1 year. If social advance during the course of this 
century has been responsible, as most believe, for 
much of the recent improvement in infant mortality, 
it is clear that all sections of the community have 
shared in these advances and that the social factors 
that influence infant mortality are as widely dispersed 
as they were thirty years ago. 

At a recent meeting of the Epidemiology Section 
of the Royal Society of Medicine Dr. W. P. D. Logan 
discussed the development of occupational mortality 
studies and gave a preview of the 1950 results. He 
summarized the value of these studies as a means not 
for detecting specific occupational risks but for pro- 
viding background data for epidemiological research 
and for widening our understanding of the aetiology 
of disease. Like its predecessors, the latest report 
provides ample material for this purpose. 


FITNESS, FERTILITY, AND BLOOD GROUP 


The human blood groups are remarkable in that they 
show how several alternative, not uncommon, genetic 
factors may occupy a particular place on a chromosome 
and yet their relative frequencies remain remarkably 
constant so far as can be judged. In England the pro- 
portions of the three genetic factors or groups of factors 
responsible for the A, B, and O antigens were estimated 
by Dobson and Ikin! to be 32, 6, and 62% respectively. 
Most other populations have appreciable amounts of each 
of these three antigens, though the proportions differ 
from country to country. If any one of these genetic 
factors contributed even some slight extra element of 
fitness to their possessors, we should have expected this 
factor to be common and the others to be rare. It is 
natural then to look for mechanisms which could produce 
a stable balance between the different groups. 

One possibility, as Fisher? indicated in a general dis- 
cussion of problems of this kind, is that the hetero- 
zygotes (for example, those who are AB, AO, and BO) 
have some extra element of fitness over individuals who 
are homozygous (those who are AA, BB, and OO). To 
take an extreme theoretical possibility merely by way of 
illustration, if those who are AA and OO were unable to 
reproduce, while those who were AO were fertile, ran-. 
dom mating would always give a population one-quarter 
AA, one-quarter OO, and one-half AO. Another possi- 
bility is that the genetic factor for one antigen may have 

1 J. Path. Bact., 1946, 48, 221. 

2 The Genetical Theory of Natural Selection. Oxford. 1930. 
3 British Medical Journal, 1953, 1, 799. 

4 Brit. J. prev. soc. Med., 1951, §, 223. 

5 Klin. Wschr., 1926, 5, 741. 

6 Les Groupes Sanguines. Paris. 1938. 

? Brit. J. soc. Med., 1947, 1, 1. 

8 Ann. Eugen. (Camb.), 1950, 15, 120. 

® Brit. J. prev. soc. Med., 1953, 7, 1. 


10 Ibid., 1953, 7, 220. 
11 Lancet, 1953, 2, 456. 
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an advantage under one set of circumstances, say town- 
life or life in the valleys, while that for another has the 
advantage in country-life or life in the hills. Constant 
migration between town and country or hill and valley 
would prevent either antigen from finally ousting: the 
other. 

Several workers in consequence have been searching 
for such balancing selective advantages of one or other 
of the blood groups. Perhaps the best-established finding 
hitherto is that by Aird, Bentall, and Roberts* that there 
is a definite excess of group A among patients with 
carcinoma of the stomach. The selective effect of this 
would be small. More striking, though perhaps need- 
ing confirmation, is Struther’s* finding that in a Glasgow 
hospital there were an excess of A children among those 
dying under the age of 2 years and that this was con- 
fined to those in whom, macroscopically at least, 
bronchopneumonia was present at necropsy. 

Another approach is that begun by Hirszfeld and 
Zborowski.® They noted that in some series where both 
parents and child had been grouped there were relatively 
fewer A offspring from the mating of O mothers with 
A fathers than in the mating of O fathers with A 
mothers. Hirszfeld,* however, was unable to confirm 
this in his later work. Waterhouse and Hogben’ re- 
tested the hypothesis on a mixed collection of series 
published up to 1944, selecting only those series which 
‘ they considered were reliable. They found a highly 
significant shortage of A children from the mating of O 
mothers with A fathers and that this deficit increased 
with increasing birth order. This work may be criticized 
on the grounds that the series were not homogeneous 
and because of possible unconscious bias in selection. 
No one has tested the hypothesis on a single large per- 
sonal series where the groups of children and both 
parents are known, but Boorman’ in a large series from 
one hospital found no deficit of A children of O 
mothers compared to O children of O mothers. On the 
other hand, support for the idea of progressive loss of 
_Acchildren of O mothers has come from Kirk and Sten- 
house’s® observation that in an Australian hospital O 
women had significantly more pregnancies before the 
age of 25 and after the age of 35, though A women had 
more children between 25 and 35 and also a slightly 
higher overall fertility. They suggested that O women 
might be basically the more fertile, but that some of them 
became sterile from A-O incompatibility. 

The most recent contribution on these lines is an 
ingenious analysis by Allan’® of Waterhouse and Hog- 
ben’s collected series. He shows that in these series it 
is not compatibility of mating that appears important 
but rather that-each sex has its own order of fertility 
according to blood group. For example, men who are 
group A have relatively few children not only when 
married to an O woman but also when married to 
women of any other group. Disregarding the marriages 
where both parents have the same group, he finds that 
the order of fertility for mothers is A, O, AB, B, and 
for fathers is precisely the reverse, B, AB, O, A. It is 
not clear that these differences in fertility according to 
sex could by themselves produce a balanced poly- 
morphism, but combined with differences in survival rate 


they might well do so. Allan‘! has in fact found some 
indication of such differences in the relative ages of 
blood donors of groups O, A, and B in earlier wartime 
series from south-west England and from Ulster. For 
men the order of increasing age (and so perhaps of 
increasing fitness) was B, A, O, while for women the 
order was the reverse, O, A, B. These tendencies run 
counter to the differences in fertility. All this work so 
far has thrown up intriguing hypotheses rather than 
definite facts. New series are required on which the 
hypotheses can be further tested—not only series of 
families but series of children according to age and sex, 
and series of patients with many different diseases. 


THE APOCRINE GLANDS 


According to the recently published researches of 
Shelley, Hurley, and Nichols? the characteristic smell 
emanating from the human adult is due to bacterial 
decomposition of the secretion of the apocrine glands. 
These glands, which do not become active until puberty, 
are normally to be found only in the axillae, around the 
nipples, and within the genital and perineal area. They 
are situated in the deepest part of the dermis or in the 
subcutaneous tissues, and consist in a single coiled tube 
from which a duct passes to convey the secretion to the 
surface of the skin. The duct commonly empties into 
hair follicles. Secretion of the apocrine glands is stimu- 
lated by adrenaline and the result is a viscid, white, milky 
fluid. Hurley and Shelley? have provided considerable 
evidence that this is the only secretion produced by 
the apocrine glands. Other workers have at times 
suggested that these glands may also produce a clear 
watery fluid, but according to Hurley ang Shelley the 
latter is always the product of adjacent eccrine glands 
of ordinary sweat-gland type. The function of the 
apocrine glands is not precisely known, but it is sug- 
gested that they have the property of attracting the 
opposite sex. It is certainly difficult to believe that any 
vestigial structure would show such active function as 
the apocrine glands. 

Shelley, Hurley, and Nichols have now demonstrated 
that when apocrine fluid is secreted it is entirely without 
smell ; if it remains sterile or if antiseptic is added no 
odour develops, but if the ordinary bacterial inhabitants 
of the axilla are allowed to contaminate the sweat the 
characteristic odour develops within a few hours. In 
these experiments it was found virtually impossible to 
sterilize the skin of the axillae, and the presence of hair 
makes this even more difficult. The development of 
axillary odour can be considerably delayed if the area 
is shaved and treated with an antiseptic such as hexa- 
chlorophene, and these authors found that if the axilla 
is shaved and washed axillary odour fails to develop 
within 24 hours in nine out of ten subjects. The same 
authors have examined the effect of deodorants ; they 
conclude that deodorants make no notable difference to 


1 Arch. Derm. Syph. (Chicago), 1953, 68, 430. 
2 Brit. J. Derm., 1954, 66, 43. 

Thid., 1952, 64, 116. 

4 Brit. J. plast. Surg., 1953, 6, 231. 
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the amount of apocrine secretion, but they were able to 
show that aluminium chloride has an antibacterial effect 
in addition to a property of neutralizing in some way 
those products of bacterial decomposition which actu- 
ally cause the smell. 

The apocrine glands do not commonly give trouble. 
The rare disorder known as Fox-Fordyce disease con- 
sists in an itching papular eruption which usually 
appears on all those areas where apocrine glands are 
present. It is believed to be due to blockage or inflam- 
mation of the ducts of these glands, but nothing is 
known of its nature. Occasionally the glands become 
infected, and this leads to painful boils. The axillary 
fat is liable to be infected, with the production of 
chroni¢ sinuses which may undermine the skin for 
some distance around. It is usually the axillae which 
are affected, but in more severe cases the groins and 
perineum may be involved as well, and an extensive 
area may become undermined by fistulous tracks. In 
milder cases conservative local treatment is all that is 
necessary and it is probably better if the temptation to 
incise the abscess is resisted. In more resistant cases this 
treatment is not enough, but hormonal therapy, which 
has sometimes been tried, seems to be ineffective. Long 
courses of antibiotics given systemically do not often 
accomplish a great deal. 

The unhappy plight of these patients has led surgeons 
to attempt more drastic measures. Goldsmith showed 
at the Royal Society of Medicine a patient who had been 
treated by Naunton Morgan.* On several occasions deep 
abscesses and sinuses had been opened on to the surface 
and packed so that they were made to heal by granu- 
lation from the bottom. Healing is slow and results in 
considerable scarring, but eventually the infection seems 
to be overcome. 

Wynn Williams‘ now records the results in his 
cases of excising the entire area of skin together with 
subcutaneous tissue and grafting. Only the axillae 
required treatment and the results were entirely satis- 
factory. On the perineum this might not be so. This 
procedure may at first seem rather drastic, but the 
apparently hopeless plight of the patient who is seriously 
affected no doubt justifies the operation. 


THE CAMBRIDGE MEDICAL SCHOOL . 
The Cambridge Medical School occupies a distinctive 
position in the medical services of East Anglia, and it 
is fitting that the headquarters of the school should now 
occupy new, though still temporary, premises in the 


grounds of Addenbrooke’s Hospital. - As Sir Lionel 


Whitby, the Regius Professor of Physic, writes in his 
latest annual report,! the new premises, which include 
haematological and chemical laboratories, will afford 
further opportunities for the closer integration of the 
teaching and research staffs of the university depart- 
ments with the staff of the United Cambridge Hospitals. 
The school of postgraduate teaching and clinical re- 
search comprises the departments of medicine, experi- 
1 Cambridge University Reporter, 1954, 84, 841. 


mental medicine, radiotherapeutics, and human ecology ; 
and the pathological and biochemical services of the 
United Cambridge Hospitals are provided by university 
teachers under the direction of the professors of 
pathology and biochemistry. Undergraduates cannot, 
as yet, complete the full clinical course at Cambridge, 
but a limited number can work for a time as medical 
clerks, surgical dressers, or obstetrical clerks. During the 
long vacation there is a course in elementary clinical 
methods, which helps to bridge the gap between the pre- 
clinical and clinical periods of the curriculum. One of 
the most popular features of postgraduate training at 
Cambridge are the one-day symposia on subjects of 
particular interest to general practitioners. These are 
held on Saturdays at monthly intervals, and the total 
attendance at the ten symposia during 1952-3 was 
290. 

Under arrangements made with the Ministry of Health 
many general practitioners are able to attend the post- 
graduate courses and symposia without fee. Clinico- 
pathological conferences, also held once a month, afford 
useful opportunity for local general practitioners to meet 
the staffs of the hospitals and of the medical school. In 
these and other ways the several departments of the uni- 
versity medical school are being used to help clinicians 
with the day-to-day problems of clinical practice. 


: _ MEDICINE IN INDIA 

In its campaigns for educational and hospital reform in 
India, for improved public health measures, and for the 
suppression of quackery and other abuses, the monthly 
periodical the Antiseptic holds a prominent place of 
honour in that great subcontinent. It was started fifty 
years ago by two remarkable men—Dr. T. M. Nair, its 
first editor, and Dr. U. Rama Rau, who succeeded to the 
editorship on the early death of Dr. Nair. By a family 
succession unique.in scientific journalism Dr. Rau’s son, 
Dr. U. Krishna Rau, followed him as editor, and his 
son, Dr. U. Vasudeva Rau, has now taken over in turn, 
his father remaining proprietor. A special issue of the 
journal to mark its golden jubilee has now appeared, 
and we join with many other well-wishers in offering 
our congratulations to those responsible for producing 
this vigorous publication. It is only natural that on some 
occasions during these fifty years of campaigning to 
improve both the standards and the working conditions 
of the medical profession in India the Antiseptic, and 
those who thought like it, should have had differences 
of opinion with British Government representatives. But | 
a retrospect shows that men of good will in the two 
nations were not seriously divided over these issues, 
which may be seen now rather as the struggles of 
humane idealists against the traditional conservatism 
among the people of the country and the caution 
habitual to governing bodies. With Sir Arcot Mudaliar, 
who contributes a foreword to the golden jubilee num- 
ber, many will hope that the Antiseptic “ will continue 
its great mission.” 
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LABORATORY CONTROL OF CHEMOTHERAPY 


ROBERT KNOX, M.D., F.R.C.P. 
Professor of Bacteriology, Guy's Hospital Medical School 


In the past few years our ability to deal with most bac- 
terial infections has been transformed by the discovery 
of a series of powerful antibacterial drugs. But know- 
ledge of the correct use of these drugs has not advanced 
so fast, and there is a danger that, through misuse, many 
of them may lose their effectiveness or even do harm. 
The practitioner, knowing that laboratory results are 
often too late to be of immediate use in urgent cases, 
tends not to. consult the laboratory in those cases in 
which it can be really useful. The laboratory worker 
often lacks the experience or imagination to under- 
stand the practitioner’s difficulties and is apt to criti- 
cize him for using drugs blindly without laboratory 
tests. Yet if these drugs are to be used wisely and 
safely there is urgent need for clinician and laboratory 
worker to share their ideas and experience. 

Chemotherapy for our present purpose may be defined 
as “the treatment of infections by specific. drugs”— 
specific both because ideally they are drugs which attack 
the infecting organism’ without harming the tissues of 
the patient and because many of them selectively attack 
some micro-organisms and not others. In both these 
ways they differ from antiseptics, though it is not always 
easy to draw the dividing line. The chemotherapeutic 
substances in use at the present time fall into two main 
groups : (1) substances of known constitution prepared 
by the chemist, such as the sulphonamides, para-amino- 
salicylic acid, isoniazid, etc. ; (2) substances which may 
be of known or unknown chemical composition syn- 
thesized by living organisms—the class of antibiotics 
such as penicillin, streptomycin, chloramphenicol, aureo- 
mycin, oxytetracycline (“ terramycin ”), polymyxin, and 
erythromycin. The distinction can, of course, be arti- 
ficial, since chloramphenicol when synthesized by the 
micro-organism Streptomyces venezuelae is classed as 
an “antibiotic” but it becomes a “drug” or chemo- 
therapeutic substance when made by the chemist. 

The laboratory can take part in the control of chemo- 
therapy in the following ways: (1) by identifying the 
causal organism by direct microscopy and culture ; 
(2) by determining its sensitivity to drugs and report- 
ing the development of drug resistance ; (3) by finding 
out whether adequate concentrations of drugs are being 
attained at the site of-infection or in the circulation ; 
and (4) by preventing or detecting undesirable side- 
effects. 

In this article only bacterial infections are considered, 


and infections due to protozoa, fungi, and viruses are 


excluded. 
Identification of the Causal Organism 


The most useful piece of information the bacteriologist 
can give is to tell the practitioner before he starts treatment 
what the causal organism is. In a certain number of cases 
an answer can be given within a matter of minutes or at 
the most an hour or two. It is often possible by direct 
microscopy to identify beyond all reasonable doubt the 
Treponema pallidum of syphilis in a primary lesion, the 
gonococcus in a urethral smear, the tubercle bacillus in 


a specimen of sputum, the meningococcus or the tubercle 
bacillus in a specimen of cerebrospinal fluid. We know 
that syphilis and gonorrhoea usually respond to penicillin, 
that cerebrospinal fever usually responds to sulphonamides, 
and that tuberculosis often responds to streptomycin, para- 
aminosalicylic acid, and isoniazid. The mere identification 
of the causal organism may therefore give a strong indica- 
tion of the right drug to use—an indication which clinical 
judgment alone could not always give. 

More often it is not possible on direct microscopy to say 
what the causal organism is, and we must wait for the 
results of culture. With most of the common pathogenic 
organisms cultural results should be available in 24 to 48 
hours, though complete identification of a pathogenic 
species takes much longer. In-whooping-cough, cultures 
may take two to five days. In tuberculosis it is often 
necessary to wait for several weeks even for the results 
of primary culture. In such cases the choice of drug has 
to rest on clinical judgment alone, and the practitioner 
is tempted to ignore the laboratory altogether. But when- 
ever possible he must make efforts first to obtain a 
specimen for culture and drug-sensitivity tests, even though 
he may not be able to wait for the results. These may 
indicate that a change of treatment is necessary long before . 
failure to respond clinically to a wrong drug is obvious. 
Repeated cultures during treatment may give useful infor- 
mation about the patient’s progress. 

It is essential that the practitioner should give details of 
any chemotherapy the patient is known to have had, since 
high concentrations of drugs in specimens sent to the 
laboratory may make cultural work valueless unless special 
precautions are taken—for example, adding para-amino- 
benzoic acid to antagonize sulphonamides or penicillinase 
to destroy any penicillin in the specimen. 


Sensitivity Tests 

From what has already been written it is obvious that 
for different reasons many infections have to be treated 
without Waiting for the results of drug-sensitivity tests. But 
properly used these can. be of great value in guiding 
treatment. 

As soon as the bacteriologist has obtained a pure culture 
he can test it for its sensitivity to various drugs which are 
likely to be useful. In many cases tests of drug sensitivity 
can be performed on primary cultures inoculated direct 
from the specimen. This may save valuable time, especially 
with slow-growing organisms. 

There are two methods in common use for testing pure 
cultures for drug sensitivity—diffusion methods and dilution 
methods. 


Diffusion Methods 


If diffusion methods are used, the culture is inoculated 
on to a suitable solid medium such as a blood-agar plate, 
and solutions of the drug or drugs to be tested are placed in 
a reservoir from which they can diffuse into the agar. The 
reservoir is provided in various ways—by cutting holes 
in the agar and dropping solutions of the drug into the 
holes, or by placing on the agar porcelain cylinders, 
blotting-paper disks impregnated with the drugs, or tablets 
of the drugs. All these methods are in principle the same: 
there is a race between the molecules of: drug diffusing 
out from the reservoir and the molecules of nutrients in 
the medium diffusing into the inoculated organisms, 
whose fate will depend on the relative speed of these two 
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Fic.2 Fic. 3 


Fic. 1 
Fic. 1.—Penicillin-sensitive staphylococcus showing zones of inhibition of growth obtained with paper disks soaked in penicillin 
directi 


solutions of the following strength: 1,000, 100, 10, and 1 unit per ml. (from the top in a ion) and a control disk 

with no penicillin in the centre. The culture ‘has grown confluently over thé surface of the nutrient medium except in the areas 

inhibited by the penicillin. Fic. 2.—Penicillin-resistant staphylococcus. Penicillin concentration, etc., as in Fig. 1. Note that 

even this organism shows a small zone of inhibition around the disk containing the highest concentration of penicillin (=1,000 units _ 

per ml.). Fic. 3.—Antibiotic sensitivity of a coliform organism. The antibiotics are (from the top in a clockwise direction), 

penicillin (200 units per ml.) and streptomycin, chloramphenicol, aureomycin, and oxytetracycline (200 yg. per ml.). The 
organism is resistant to penicillin, but sensitive to the other four antibiotics. 


processes. Those micro-organisms which are in a position 
on the plate close to the drug reservoir may be damaged 
or killed by the drug before they have a chance to start 
growing; micro-organisms further away from the drug 
reservoir may have already grown freely before an 
inhibitory concentration of the drug reaches them—and 
then, even if the drug goes on diffusing (as it will if the 
reservoir is big enough or the concentration in the reservoir 
high enough) it may be too late, for many of the drugs used 
are not bactericidal, and even those that are bactericidal 
often kill bacteria only when they are actively growing. 
The result is that when the culture plate is examined the 
next day a zone of inhibition appears around the reservoir 
of any drug with a strong inhibitory action on the growth 
of the organism under test. 

The size of the zone of inhibition (“no growth”) 
depends, other things being equal, on the concentration 
of drug used in the reservoir and on the sensitivity of the 
organism to the drug. The size of zone can thus be used 
in two ways, either for indicating the relative sensitivities 
of different organisms when standard concentrations of 
drugs are used in the disks, or for estimating the concen- 
tration of drug, for example in body fluids, if a standard 
organism of known sensitivity to that drug is used. 
Methods which involve diffusion from a reservoir cannot 
be used for accurate quantitative work unless they are 
carefully controlled, but for rough estimation of the 
sensitivity of an organism to various drugs they are very 
useful (see Figs. 1, 2, and 3). ; : 

When there is great urgency, time can be saved in two 
ways: (1) By performing sensitivity tests directly on primary 
material such as pus or sputum whenever this is likely to 
contain large numbers of organisms. A control plate free 
from all drugs must always be inoculated as well, for 
obvious reasons. (2) By looking for zones of inhibition 
on culture plates a few hours after inoculation. If these 
are inoculated early in the morning it is often possible to 
give a preliminary sensitivity report the same day—a point 
of great practical value. Such reports are almost invariably 
confirmed when the culture plates are re-examined the next 
day. 

Dilution Methods 

If dilution methods are used a series of dilutions of drug 
in nutrient medium are inoculated with the organism under 
test and after a suitable period of incubation the presence 
or absence of growth in the different dilutions is observed. 
Fig. 4 shows a typical “titration” of this kind. The 
culture has grown in the control tube of broth and in 
the tube containing 0.015 unit of penicillin per ml., but not 
in the tubes containing 0.03 unit per ml. or higher con- 


centrations of the drug. The organism is therefore said to 
be “ sensitive ” to 0.03 unit but not to 0.015 unit of penicillin 
per ml. of medium. 

Dilution methods may be used either with liquid media 
or, less frequently, with solid media. But to investigate the 
sensitivity of only one culture to, say, five drugs—penicillin, 

0-06 0-03 


No drug 
Units of penicillin per mil. 


Fic. 4.—Dilution method of testing sensitivity of an organism to 
penicillin. 


0-015 


0-24 0-12 


streptomycin, chloramphenicol, aureomycin, and oxytetra- 
cycline—involves a considerable amount of time, and 
dilution methods in solid media are not commonly used 
for routine work. ’ 

Dilution methods, like diffusion methods, can be used 
not only for determining the sensitivity of a culture to a 
number of drugs but also for estimating the concentration 
of drug in the serum or other fluid. k 


Reports of Sensitivity Tests 
Different laboratories have different methods of reporting 
sengitivity tests. If diffusion methods only are used it is 
enough to report cultures as sensitive or resistant to the | 
various drugs tested. Some laboratories go further and. 
report cultures as “highly,” “ moderately,” or “ slightly ” 
sensitive or resistant. When dilution techniques are used, 
the sensitivity of the organism can be reported with some 
precision. For example, a strain of Staphylococcus aureus 


* might be reported as sensitive to 0.03 unit of penicillin per 


ml. and to the following concentrations of other drugs— 
streptomycin 1 »g., aureomycin 0.5 »g., oxytetracycline 0.5 
ug., chloramphenicol 2 «g., and erythromycin 0.1 »g. per ml. 
These figures can be taken as indicating that the organism 
is about normal in its sensitivity to the commonly used 
antibiotics. On the other hand, a strain which needed 
100 units of penicillin per ml. to inhibit its growth would 
be regarded as highly resistant to penicillin. There is some 
difference of opinion concerning the precise form in which 
laboratory reports on sensitivity tests should be worded. 
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The most useful laboratory report is one which gives the 
results of the tests performed, but also gives enough infor- 
mation to tell the clinician which drugs are likely to be 
useful in practice. 

. In most cases the results of in vitro sensitivity tests are 
in harmony with clinical experience. But there are many 
_ discrepancies, and not all of them are easy to explain. 
Tests of sensitivity of bacteria to sulphonamides and to 
aureomycin, in particular, are apt to be unreliable for 
various technical reasons. 

In tuberculosis most methods of culture are slow, and 
drug-sensitivity tests involving subculture are even slower, 
so that it may take weeks to report on the drug sensitivity 
of a strain of tubercle bacillus from a patient’s sputum 
or cerebrospinal fluid. In patients with positive sputum 
microscopical examination of the sputum can give evidence 
of the response to a particular drug or combination of 
drugs much more rapidly than most of the consevaly tests 
at present available. 


Drug Resistance 


Many a drug has shown great promise at first only to 
prove disappointing later, because of the rapidity with 
which resistance emerges in bacteria originally sensitive to 
it. How does this come about ? Several mechanisms have 
been described. (1) All the individual organisms may be 
changed by contact with the drug and so become adapted 
to resist its action. If this were purely a response to 
environment it might be expected that such resistance 
would not be permanent, once the drug which stimulated 
it was stopped. (2) Since it is known that even in the purest 
of pure bacterial cultures no two bacteria are exactly 
alike, it is-easy to see how, in the presence of a drug, 
resistant members of the bacterial population could survive 
its action by a simple process of natural selection. This 
could occur to some extent whether or not these resistant 
organisms were true mutants—if they were, the resistance 
developed would be more likely to be permanent. (3) A 
culture of predominantly drug-sensitive organisms may be 
replaced by foreign invaders of a different type from an 
outside source. Each of these mechanisms is known to 
operate in some circumstances, and sometimes it is possible 
that all may be operating together. 

The problem of drug resistance is more serious with some 
drugs and with some organisms than with others. The 
value of streptomycin is greatly reduced by the ease with 
which almost all species of sensitive organisms develop 
resistance—for example, in coliform infections of the 
urinary tract and in tuberculosis. In tuberculosis isoniazid 
suffers from the same defect. For this reason neither 
streptomycin nor isoniazid should be used alone if it can 
possibly be avoided, and it is now well known that develop- 
ment of resistance can be greatly delayed by the combined 
use of more than one drug at a time or perhaps in rapid 
rotation. With penicillin, on the other hand, the develop- 
ment of drug resistance has not proved a serious menace 
except in staphylococcal infections, and there the incidence 
of penicillin-resistant organisms has increased greatly, 
especially in institutions in which there is opportunity 
for resistant strains to become dominant. With the sul- 
phonamides drug resistance has provided a serious problem 
in streptococcal and gonococcal infections, yet in meningo- 
coccal infections it is seldom important clinically. With 
the newer antibiotics examples of drug resistance are being 


more frequently reported as their use becomes more wide- ~ 


spread, and here too it seems that staphylococcal infections 
may present the most serious problem. 


Drug Concentrations in Body Fluids 
The laboratory is often asked to determine the concen- 
tration of drugs in the blood, the cerebrospinal fluid, or 
other material. Such estimations are of greatest value 


when new drugs are being tested out for the first time, or 
when new routes of administration or new preparations of 


drugs are being tried. It is worth remembering, however, 
that, in any particular case, failure to respond may be due 
to failure of the drug to reach the site of infection rather 
than to development of resistance, and therefore the 
measurement of blood levels may be of value—for ex- 
ample, as evidence of whether a patient has in fact been 
taking a drug at all. 

With some drugs chemical methods of estimation are 
available ; with others it is necessary to use microbiological 
methods similar to those described above for determining 
the drug sensitivity of organisms, using as standard an 
organism of known sensitivity to the particular drug con- 
cerned. It is obvious that the situation can become very 
complicated when the patient is receiving more than one 
drug at a time, and the laboratory work involved may 
become very time-consuming. 


Prevention of Undesirable Side-effects 


It is gradually being realized that the powerful chemo- 
therapeutic drugs which are now being used, like all other 
drugs, can be dangerous either by direct toxic action or by 
giving rise to a state of hypersensitivity (allergy). Examples 
of direct toxic action are the deafness and vestibular damage 
produced by prolonged administration of streptomycin in 
large doses and perhaps the gastro-intestinal disorders caused 
by aureomycin. Examples of hypersensitivity are the skin 
reactions produced by penicillin and streptomycin and per- 
haps the agranulocytosis or aplastic anaemia produced by 
chloramphenicol. 

The laboratory can sometimes help in preventing these 
and other dangerous side-effects—for example, by regular 
blood counts on patients receiving chloramphenicol, and 
examination of throat swabs, faeces, and other material 
for the presence of fungi which may replace bacteria and 
cause fatal complications. 


General Conclusions 

It is clear that the laboratory control of chemotherapy 
is no simple matter. There cannot be hard-and-fast rules 
laying down what kinds of sensitivity tests should be carried 
out, when they should be performed, and how often they 
should be repeated during treatment. The need for such 
tests varies greatly both with the drug being used and with 
the nature of the infection. Laboratory tests of the sensi- 
tivity of organisms to drugs can be misleading, but so can 
the results of therapeutic trials. Discrepancies between the 
two car be resolved only if there is opportunity for fre- 
quent personal consultation between clinician and laboratory 
worker. 


Next article on Clinical Pathology.— Biopsies,” 


by 
Dr. Raymond Whitehead. 


Refresher Course Book.—The first collection of articles in 
the Refresher Course for General Practitioners (fully revised) 
are available as a book containing 55 chapters, price 25s. 
Copies can be obtained either direct from the Publishing 
Manager, B.M.A. House, Tavistock Square, London, W.C.1, 
or from booksellers. 


Although approved medical schools in the U.S.A. are 
now accepting their largest freshman classes, totalling nearly 
7,500 students, for the fourth consecutive year there has 
been a decline in the number of applicants for admission, 
according to an article by Dr. John M. Stalnaker in the | 
April issue of the Journal of Medical Education. Of those 
that apply about 57% are accepted, while of those who 
apply after rejection the year previously about 40% find 
places. It is said that the medical schools which limit their 
applications to State residents in many cases had to “ scrape 
the bottom of the barrel” to secure a freshman class. 
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THREE-DAY SECTIONAL MEETING AT 
ROYAL COLLEGE 


The American College of Surgeons came to London this 
week as a body for the first time to hold a three-day 
sectional meeting at the Royal College of Surgeons. More 
than 500 members attended (including about 50 Canadians), 
and were reinforced by a large contingent of British sur- 
geons. The meeting was the first to be held in the spacious 
new hall of the Royal College, which has a seating capacity 
of 700. The meeting in London was only a portion of 
the American itinerary. The members had already attended 
the annual meeting of the Association of Surgeons of Great 


Britain and Ireland, held at Harrogate, and were going on | 


to further meetings in Paris and Brussels. 

The papers, which numbered between 60 and 70, followed 
one another according to a strict schedule, and even at the 
luncheon tables informal discussions were held, including, 
on the first day, one on intestinal obstruction, with Mr. A. 
DICKSON WRIGHT as “moderator.” In the course of the 
meeting the president of the American College, Dr. F. W. 


RANKIN, conferred its honorary fellowship on Sir HENRY. 


Sessions SouTtaR, Sir CLEMENT PRICE THOMas, and (in 
absentia) Sir ARTHUR KEITH. 

Sir CECcIL | WAKELEY, P.R.C.S., presided over the first 
session on the morning of May 17, and the first event was 
the showing of a film, made chiefly at the Royal National 
Orthopaedic Hospital and designed for postgraduate instruc- 
tion, on the reduction of surgical haemorrhage by con- 
trolled hypotension. Sir ARCHIBALD MCINDoE, in a brief 
commentary, spoke of the effects of posture and also of 
neuromuscular blocking agents. 

Two papers were next given on abdominal emergencies 
in infancy, the first by Professor C.° W. MCLAUGHLIN 
- (Omaha), who discussed duodenal and small bowel obstruc- 
tion, and the other by Mr. G. H. MacNas (Westminster 
Hospital), who confined his remarks to intestinal atresia. 
He described the treatment of jejuno-ileal atresia by re- 
section and end-to-back anastomosis. 


Internal Fixation of Fractures 

Sir REGINALD WaTsoN-JonEs (London Hospital) introduced 
the subject of internal fixation of fractures. He urged that 
no surgeon should undertake internal fixation until he was 
fully trained and experienced in every other method of 
fracture treatment. He showed a specimen from the 
College museum of a fracture sustained 5,000 years ago and 
treated by external splinting and bandaging, a method which 
was used to-day in a very large number of fractures and 
which, he had no doubt, would still be used 5,000 years 
hence. ‘Internal fixation was needed in only a very small 
proportion of fractures. It was important that the metal 
used should be non-toxic and of sufficient strength, and that 
recognized physiological principles should obtain, for it 
was not with metal they were dealing but with living bone, 
and the less metal used the better. This matter must not 
be interpreted in terms of engineering but in terms of 
physiology. 

Professor E. F. CAVE (Boston) said that the use of metals 
for internal fixation still evoked controversy in the United 
States. A joint committee was now sitting for the standard- 
ization of the most suitable materials. There were, for 
example, more than fifty grades of stainless steel. 

Professor I. S. RAvpIN (Philadelphia) read the first of 
two papers on operative cholangiography. He pleaded 
that surgeons should be more sure of the absence of stones 
in the common duct. At present many such stones were 
not removed at primary operation. It was now generally 
agreed that cholangiography represented a distinct advance 
in the diagnosis of biliary abnormalities. It was of value 
pre- and post-operatively as well as at the operation itself. 

Mr. R. J. McNett Love (Royal Northern Hospital) 
said that cholangiography served a dual purpose. A normal 


cholangiogram rendered exploration | unnecessary in other- 
wise doubtful cases, and on the other hand the information 
obtained sometimes prevented the surgeon from overlooking 
a duct which demanded exploration or some other operative 
interference. He had used cholangiography in over 500 
Vascular Spasm 

Sir James PaTerRSON Ross (St. Bartholomew’s) chose to 
speak on arterial spasm because it had so much to do 
with trauma, and he hoped that some of their American 
friends would relate their experiences of Korean casualties. 
The time had come to review what was known—and not 
merely suspected—about the part played by arterial spasm 
in organic disease. He indicated some reasons for doubt 


about the meaning or importance of the presence of spasm 


in organic arterial diseases. Dr. F. W. Cooper (Emory 
University, Georgia) followed with a paper on the same 
subject. 

Dr. Lester DraGstept (Chicago) closed the morning 
session with a discussion on physiological principles in 
surgical treatment of duodenal and gastric ulcers. He 
described some animal experiments as well as Clinical | 
observations which suggested that hypersecretion in duo- 
denal ulcer patients was largely of nervous origin, confirmed 
by the evidence that such patients usually show a certain 
amount of nervous tension; whereas in gastric . ulcer 
patients the hypersecretion was of humoral origin. In these 
latter vagotomy ought not to be performed ; hypersecretion 
would be abolished by removal of the antrum. 


Gynaecological Symposium 

At the second session, with Dr. G. GaviN MILLER 
(Montreal) presiding, a symposium on gynaecology was - 
opened by Mr. DouGLas MacLeop (St. Mary’s), who read 
a comprehensive paper on endometriosis and its treatment 
in relation alike to patients in whom it was important to 
preserve fertility and in older patients after the menopause. 
Professor D. G. TOLLEFSON (Los Angeles) said that external 
endometriosis, next to malignant disease, was the most 
crippling condition with which gynaecologists had to deal. 
In a series of 600 gynaecological laparotomies for mis- 
cellaneous conditions the incidence of endometriosis was 
nearly 10%. He believed that the tension of modern living 
was causing an increased incidence. The greatest service 
to be rendered to a patient, once the diagnosis had been 
established, was early surgery, — 

Professor G. I. StRACHAN (Cardiff) discussed the diagnosis 
of carcinoma of the cervix. Duration of bleeding, he said, 
was no index to the extent of the condition likely to be 
found. There was no reliable early symptom. Any symp- 
tom found might be associated with it. Therefore clinical 
examination was of first importance, and once the diagnosis 
was established by such examination the case should be put 
back for investigation under anaesthesia. 


Pre- and Post-operative Care 
A panel discussion on various aspects of pre- and post- . 
operative care was conducted by Dr. W. G. Mappock 
(Chicago), who himself brought forward the question of 
gastro-intestinal distension. He pointed out how exceed- 
ingly quickly air passed through the intestine. For- treat- 
ment of intestinal distension any air already present should 
be removed and air should be prevented from entering the 
intestines by continuous aspiration of air from the stomach. 
Moderate to severe distension at operation could be relieved 
by not closing the incision over the distended intestine. 
Professor F. A. R. STAMMERS (Birmingham) said that the 


‘dramatic leap forward of surgical progress had brought 


into prominence four special requirements: readily avail- 
able compatible blood, refined anaesthesia, chemotherapy 
(including antibiotics), and the understanding of fluid and 
crystalloid balance. He discussed the last of these. In the 


‘immediate post-war period younger surgeons were inclined 


to forget the difference between the trauma of warfare and 
the conditions seen in civil practice, especially in older 
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people, in whom the question of physiological balance was 
of fundamental importance. Every patient undergoing more 
than slight operative ifiterference should first be brought 
into physiological balance. 

Professor J. Garrotr ALLEN (Chicago) discussed the 
advantages and disadvantages of the storage of pooled 
plasma at room temperature. In his view the advantages 
outweighed the disadvantages. Finally, Professor D. 
MacLeop Douctas (St. Andrews) discussed the manage- 
ment of operative incisions. 

The concluding scientific event of the day was a 
Hunterian Lecture on progressive exophthalmos by Dr. 
HowarpD C. NAFFZIGER (San Francisco). It was delivered 
before the President and the full Council of the Royal 
College. The later proceedings of the Sectional Meeting 
will be reported in our next issue. 

On the evening of Monday, May 17, the President and 
Council of the Royal College of Surgeons held a reception 
(through the generosity of Ethicon Suture Laboratories 
Ltd.) at the College. The Great Hall was filled with guests 
of many nationalities, and special displays were on view in 
the museum and library. 


Reports of Societies 


THE ANAESTHETIST AND THE MANAGEMENT 
OF PAIN 
At a meeting of the Anaesthetic Section of the Royal Society 


of. Medicine on May 7, with Professor R. R. MACINTOSH 
presiding, Dr. J. J. Bonica read a short paper on “The 


. Role of the Anaesthetist in the Management of Pain.” 


Dr. Bonica began by emphasizing the important part the 
anaesthetist could play if he was prepared to assume the 
responsibilities of a physician and also to devote sufficient 
time to a study of this subject. The management of cases 
of intractable pain had taxed the skill of the greatest 
physicians, and it still remained one of our most difficult 
problems. If the anaesthetist was to be adept at the 
various complicated techniques of local anaesthesia it was 
most_important that he should use these methods in his 
everyday practice in surgical anaesthesia. 

At the outset the diagnosis must be confirmed by a full 
history. and a thorough physical examination performed. 
Once this had been achieved, taken against a background 
of the knowledge of the various pathways of pain, the 
anaesthetist must determine whether a nerve-block was 
indicated. It was important to recognize the predominant 
psychological element of pain, particularly in the intract- 
able variety, and the anaesthetist -must always exhibit to 
the patient full confidence in his methods. 

The indications for analgesic injections or nerve-blocks 


fell into three main clinical categories—namely, diagnosis, 


prognosis, and therapy. Diagnostic blocks could be used 
to determine the pathways of the pain and to aid in the 
differential diagnosis of diseases with confusing signs 
and symptoms, such as coronary occlusion, pancreatitis, 
cholecystitis, renal colic, and ruptured peptic ulcer. Prog- 
nostic blocks were frequently performed to afford the 
patient the opportunity of temporarily experiencing the 
effects of interruption of a nerve-block before the inter- 
ruption was made permanent and at the same time to allow 
the neurosurgeon to prognosticate on the possible value 
of a surgical operation. This type of block was of 
particular value in such conditions as tic douloureux, 
angina pectoris, causalgia, and other reflex sympathetic 
dystrophies. Therapeutic nerve-blocks might be usefully 
employed in a wide variety of pain syndromes, such as 
thrombophlebitis, post-operative pain, herpes zoster, and 
various types of visceral pain. 

The proper choice of solution for injection was important. 
For diagnostic and prognostic blocks a 1-2% solution 
of lignocaine hydrochloride was the most satisfactory. For 

‘Beard, R. L., Bulletin 562, Connecticut icultural Experi- 
ment Station, New Haven. 1952. - gis 


prolonged blocking various local analgesic agents in oily 
solution had been advocated, but these had not been found 
satisfactory, for the blocks were often incomplete. and 
unpredictable. Recently a solution of procaine base and 
hydrochloride in polyethylene and propylene glycol, called 
“efocaine,” had been introduced for the purpose of pro- 
ducing analgesic blocks of several days’ duration. Recent 
reports indicated that it was not an innocuous drug. 

Benzyl alcohol in 0.75-2.0% concentration was a satis- 
factory agent for prolonged blocking, and although 
neuritis was occasionally seen after its use it was mild 
and of short duration. Absolute alcohol remained one 
of the most effective drugs for prolonged interruption of 
nerve impulses. Unfortunately, its use was frequently 
followed by post-injection neuritis, but this was usually 
mild and lasted only a few weeks. It remained, however, 
the method of choice in the treatment of intractable pain 
from an inoperable malignant- condition. Disturbance in 
function of the bladder and rectum might be experienced, 
but Dr. Bonica felt that the benefits usually obtained 
were sufficient to justify the risk of this complication. In 
conclusion, Dr. Bonica emphasized the importance of a 
nerve-block clinic, run by an anaesthetist as part of the 
activities of a pain clinic. 


Wasp Venom and Anaesthesia 

Dr. E. H. SEwarD, in a paper entitled “Wasp Venom 
and Anaesthesia,” pointed out that there were two types 
of wasp, the social wasp and the solitary or hunting type. 
The social wasps were so called because they lived in 
communities, and were familiar by virtue of their anti- 
social behaviour. Their sting was purely defensive and 
they usually killed other insects by biting them. The 
solitary wasps were less well known, for they rarely came 
in contact with man. There were many hundreds of 
varieties, and peculiar to them all was the power of para- 
lysing certain other insects by stinging them. Only the — 
female could sting; she selected her prey and then stung 
it when she was ready to lay her eggs. The prey was 
almost instantly paralysed and was then taken by the 
wasp to a. safe place, where she laid her eggs around 
it. When in due course the grubs hatched out, the victim 
was still alive but unable to move, so that it supplied a 
ready source of fresh meat on which the grubs could 
prosper. 

Though the behaviour of solitary wasps had been quite 
extensively studied, the toxicology and pharmacology of 
their venom had received little attention. However, Beard’ 
in America had recently shown that one type of solitary 
wasp—the Habrobracon—possessed a very powerful sting 
and was able to paralyse its prey almost instantly by a 
single sting. The injected venom, which was capable of 
producing a permanent paralysis in larvae in a concentra- 
tion of one part in 200 million, was carried by the blood 
stream. 

The evidence available at on suggested that, in this 
one solitary wasp at least, the paralysis produced by its 
venom was due to an action at the neuromuscular junc- 
tion; and in all probability the venom of other wasps 
acted in a similar way. Curare, however, did not produce 
paralysis in those insects which had so far been tested, 
but the effect of depolarizing drugs which produced para- 
lysis in vertebrates had not yet been studied. The venom 
was either a protein or a protein-like material, water- 
soluble, and was carried in the plasma portion ‘of the 
blood. 


THE OPHTHALMOLOGICAL SOCIETY OF THE 
UNITED KINGDOM 


ANNUAL CONGRESS AT NEWCASTLE 
The Ophthalmological Society of the United Kingdom held 


’ its seventy-fourth annual Congress at Newcastle-upon-Tyne 


from April 22 to 24, under the presidency of Mr. ALEXANDER 
MacRag. The main discussion this year was on “ Inflam- 
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matory Vascular Diseases Affecting the Eye,” the three 
opening speakers being Mr. R. C. DaveNPorT (London), 
Dr. S. P. MEapows (London), and Professor J. B. Ducuip 


(Newcastle-upon-Tyne). 
Retinal Vasculitis 

Mr. Davenport took for his subject retinal vasculitis, 
with particular reference to its association with various 
forms of uveitis. Four features of this association had 
impressed him: the long interval which may separate the 
retinal and uveal inflammations ; their occasional alteration 
or simultaneous appearance ;. the fact that the retinal 
changes may affect either arteries or veins, alone or to- 
gether ; and the occasional siting of a venous lesion entirely 
- within the nerve head. He described four cases illustrating 
these features. 
20 years after an attack of bilateral retinal phlebitis. In the 
second, unilateral sclerokeratitis associated with cervical 
adenopathy was followed, 15 years later, by retinal phlebitis 
in the same eye. In the third, intermittent attacks of retinal 
phlebitis, uveitis, and episcleritis continued during 13 years. 
The fourth suffered from mild anterior uveitis, some degree 
of retinal vasculitis, and bilateral papillitis for two years. 
In every case all investigations were negative, showing that 
the cause of the diseases in question remained a matter for 
further research. In conclusion, the speaker alluded to the 
association of retinal vasculitis with lesions of the central 
nervous system, particularly disseminated sclerosis. 


Temporal Arteritis 

Dr. MEaDows’s theme, based on 12 personal cases, was 
“Temporal Arteritis and Loss of Vision.” After describing 
the distribution, incidence, and pathology of the disease he 
outlined the clinical picture. There is often an initial period 
of malaise, anorexia, and slight fever, followed by headache 
and tenderness of the scalp. Forty per cent. of cases show 
ocular signs, of which the most common (25%) is blindness 
of rapid onset in one or both eyes, the second eye being 
affected at the same time or within a few days of the first. 
Ophthalmoscopy shows retinal arterial occlusion in a few 
instances but, more commonly, only moderate papilloedema. 
Sometimes the fundi are normal. 
changes such as hemiplegia and dementia occur. The diag- 
nosis is confirmed by the nodular, tender, usually pulseless 
temporal artery or arteries, and by temporal artery biopsy. 
The sedimentation rate is raised. The disease is self- 
limiting, lasting for three to four months, and though sight 
rarely recovers the general prognosis is surprisingly good. 
Treatment by anticoagulants and cortisone has been disap- 
pointing, though the latter is theoretically the most promis- 
ing drug. 

Periarteritis Nodosa 

_ Professor DuGuip discussed the aetiology of periarteritis 
nodosa. Consideration of the haphazard distribution of this 
disease and of the fact that in the kidney it causes infarction 
had led the speaker to the tentative conclusion that its 
lesions are caused by embolism or thrombosis. The objec- 
tion to such a hypothesis is that histological sections of 
affected vessels often show no evidence of such events. The 
answer to this was, first, that in the histological examination 
of the course of a vessel a small lesion was easy to ‘miss. 
Secondly, as a series of personal experiments demonstrated, 
when an embolus or thrombus was lodged in a vessel it 
rapidly became covered by endothelium and incorporated in 
the vessel wall, so that its original nature became difficult to 
identify. Although the application of this theory to lesions 
affecting large vessels was not easy, with small vessels there 
was no insuperable objection to it on histological grounds, 
and it did, in Professor Duguid’s opinion, offer the most 
satisfactory explanation of observed facts. 

Other subjects discussed included: “ The Changes in the 
Incidence of the Eye Affections of Coal-miners in the Last 
25 Years,” in which Dr. DorotHy CAMPBELL, Mr. W. J. 
WELLWoop FERGUSON, and Dr. G. I. Scott took part ; and 
a symposium on “ Gonioscopy after Glaucoma Operations ” 


The first developed bilateral iridocyclitis 


Other neurological. 


was introduced by Mr. H. E. Hopss and Mr. REDMOND 
SmirH. There was also a series of interesting short papers. 
The meeting had been opened with a presentation of the 
Nettleship Medal to Dr. Norman Ashton, director of 
pathology at the Institute of Ophthalmology in London, in 
recognition of his valuable contributions to ophthalmology. 

This was in all respects a most successful congress. The 
annual dinner was held at the Station Hotel on the night of 
April 22, and the next evening a civic reception was held by 
the Lord Mayor of Newcastle-upon-Tyne at the Laing ‘Art 
Gallery. The following morning an expedition was 
arranged for 70 members under the guidance of Professor 
Ian Richmond to visit the Roman Wall. 


Correspondence 


Cortisone Therapy in Rheumatoid Arthritis 

Sir,—Cortisone has now been used in the treatment of 
rheumatoid arthritis for some five years. After the initial’ 
enthusiasm the inevitable negative reaction set in and we 
are now, at last, nearing an accurate unemotional assess- 
ment of this form of suppressive therapy. Leaving aside its 
short-term use in rehabilitation and orthopaedic manceuvres, 
there are certain types of the disease that we feel are very 
suitable for this therapy. The acute, florid type of 
rheumatoid arthritis, rapidly progressing in the face of 
orthodox measures, and the relapsing-remitting case with 
much soft-tissue swelling and minimal irreversible change, 
are usually entirely suitable for cortisone therapy. Un- 
fortunately it is impossible to forecast what the future 
course of the disease in any individual case is likely to be, 
and there is no simple clinical or side-room test which will 
help us in our choice of patient. The previous history of 
the case may help, the steadily progressive unremitting 
case appearing less suitable than the one with long periods 
of remission. In the final analysis, however, one has to 
proceed hopefully and expectantly, keeping a rather closer 
watch and control of the case than with other forms of 
therapy, and using, in addition, the same basic orthodox 
regimen of graded rest and exercise, local and general, as 
in all cases. 

Last week you published an informative report on this 
subject by Dr. W. S. C. Copeman and others Journal, May 
15, p. 1109). In our unit we have cases of rheumatoid 
arthritis taking part in the Empire Rheumatism Council's 
controlled cortisone-aspirin trial now nearing completion. 
We have in addition a long-term uncontrolled trial of which 
the facts and figures are, on assessment at May 13, as 
follows: 22 patients, 12 female and 10 male, have now been 
on continued suppressive cortisone therapy in our unit for 
over six months. Five are receiving 25-374 mg., 17 50- 
75 mg. a day; none are on higher dosage. The ages of 
these patients range from 27 to 65, only three being under 
40 vears of age ; in 15 the ages lie between 40 and 60. Nine 
patients had had rheumatoid arthritis, prior to cortisone 
treatment, for six months to one year, six had been afflicted 
between one and four years, seven between five and 24 
years. Treatment has lasted 6-11 months in 16 cases, 12-17 
months in five, and over 18 months in one. The following 
is our assessment of their progress at this date as compared 
with their pre-treatment assessment: 


No. of Patients . 
Improved | Worse | crange | Assessable 
Finger swelling 
Employment capacity . .. 4° 14 
Senstional 10° 4 8 0 
int tenderness .. o 4 2 4 12 
Patients’ own assessment .. 15 2 5 0 


* These 4 patients are the only ones unfit now for work. 
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The last line is the measure of the patient’s own opinion 
of, and satisfaction with, this form of treatment. Our own 
feelings as to the results might be expressed as satisfactory 
in 13 cases, unsatisfactory in four, unchanged in five. Grip 
was measured by a metal grip meter, finger swelling by 
jeweller’s rings. Employment capacity was assessed on 
whether the patient was capable of the same work as before 
therapy, or increased or decreased duties. Function was 
a rough assessment of the sum of the day’s simple activities. 
Tenderness refers to finger tenderness only. 

One point that has appeared to us of interest is that, 
where finger swelling was adequately reduced on cortisone 
therapy and remained diminished (eight out of 15 cases), 
increased functional ability usually ran parallel. As this 
is a measure of the reduction of tissue swelling, it is not 
surprising. Those patients who showed a satisfactory dim- 
inution in finger swelling early and who maintained it after 
two to three months were usually the worth-while ones. One 


’ patient with a duodenal ulcer and one with a gastric ulcer 


have been maintained without trouble on 50 mg. a day. One 
patient developed duodenal ulceration, has had to discon- 
tinue cortisone, and has relapsed. In addition to the above 
22 patients, six other patients showed insufficient improve- 
ment after 4-16 weeks’ therapy rising to full dosage (100 mg. 
daily), and their treatment was therefore discontinued.’ The 
22 patients detailed above were therefore in a sense a 
selected group. Although the series is uncontrolled, all 
the patients were put on to cortisone because of failure to 
respond to simpler measures with plentiful analgesic cover ; 
in one sense each was ,his or her own’ control. 

To summarize our findings in this series of 22 patients, 
four could do more than before therapy, four less, and 14 
the same job of work. Patients showing prompt reduction 
of soft tissue swelling appeared to benefit most from con- 
tinued cortisone therapy. Fifteen of the 22, however, ex- 
perienced increased relief from those annoying and distress- 
ing symptoms which, while hardly appearing in statistical 
surveys, do make the lot of the rheumatoid sufferer some- 
what easier. The present orthodox treatment of rheumatoid 
arthritis is not so dramatic or so effective as to allow us to 
neglect any new form of therapy, even if it helps only a 
modest percentage of sufferers. 


Our thanks are due to Dr. Augustus Gibson, of Merck & Co., ~ 


Rahway, New Jersey, for a generous gift of cortisone which 

helped greatly in the above trial. F. DuDLEY Hart. 

—We are, etc., ' J. C. LEONARD. 
London, W.1. ForpDe CAYLEY. 


Herpes Zoster and Chicken-pox 
Sir,—The case of herpes zoster followed by chicken-pox 
reported by Dr. C. Spencer Whitehouse (Journal, May 8, 
p. 1097) is consistent with previous cases which were re- 
viewed by Dr. D. I. McCallum (Journal, March 8, 1952, 
p. 520) under the very apt title “Herpes Zoster Varicel- 
losus.” A brief review of the literature will be found in 


_ that article. Dr. E. G. L. Mark (Journal, May 12, 1951, 


p. 1079) reports a case in which the varicella eruption 
followed herpes zoster within 12 hours.—I am, etc., 
London, S.E.5. T. D. Saver. 


Sm,—The case of herpes recorded by Dr. C. Spencer 
Whitehouse in his letter (Journal, May 8, p. 1097) closely 
resembles a case which I reported in a letter to the Journal 
some 20 years ago (Journal, 1933, 2, 1152). Like Dr. White- 
house, I regarded my case as one of true chicken-pox 
occurring within a few days of the appearance of a herpes 
eruption, but after the publication of my letter a note was 
published from the then professor of medicine at Bristol 
University (Journal, 1933, 2, 1240) stating his opinion that 
the case I had described was one, not of chicken-pox 
following on a herpetic eruption, but of herpes generalisatus, 
an exceedingly rare condition and one having special 
interest in regard to the virus theory. My patient, who 
was aged 60, had had an attack of chicken-pox at the age 
of 5. Further reports and opinions on such cases would 
be of great interest—I am, etc., 

Sy_via G. CHAPMAN. 


London, N.W.11. 


Sir,—Dr. C. Spencer Whitehouse (Journal, May 8, p. 
1097) asks whether the simultaneous appearance of chicken- 
pox and herpes zoster has been seen before. In March 
this year I was asked to visit a man of 83 who had 
ophthalmic zoster with some ocular involvement. On 
examining him I was surprised to see that the zoster 
eruption, although ‘otherwise characteristic, widely trans- 

the midline on the forehead, and I discovered that 
there were also spots widely distributed over the trunk. 
Being now unfamiliar with the exanthemata, I asked the 
opinion of the patient’s general practitioner, Dr. D. R. 
Harris, of Falmouth, who told me that, although lacking 
the typical vesiculation, the eruption resembled chicken- 
pox in distribution and there seemed no other likely 
explanation. This case, alone, seemed too inconclusive to 
record, but may corroborate Dr. Whitehouse’s observation. 
—I am, etc., 

Redruth. CHRISTOPHER HEATH. 


Sir,—I saw a man of 48 with shingles on the right side 
of his abdomen on October 13, 1952. A generalized vari- 
cella rash appeared in the same patient on October 18. 
By October 28 the varicella and half the shingles lesions 
were scabbed, and on December 21 the shingles lesions were 
still very painful. He retains the zoster scars to this day, 
and one chicken-pox scar on his face. 

In my small experience shingles in young children is 
exceptional, but a child of 9 presented with the rash of 
herpes zoster on the left side of his chest on March 16, 
1953. Pain was not experienced until three days later, and 
lasted one week in all. His brother, aged 54, developed 
chicken-pox on April 1. Incidentally, at the other extreme 
of life I have seen very mild chicken-pox in a man more 
than 70 years old.—I am, etc., , 

Ilford. R. N. C. SMITH. 


*,* Letters recording cases of chicken-pox following herpes 
zoster have also been received from Drs. E. Banji, H. Banks, 
C. Barnett, M. Fishman, W. Henderson, and F. Rose.—Ep., 
B.M.J. 


Jelly Test in Tuberculosis 


Sir,—Dr. P. D. Mulkern (Journal, May 1, p. 1039) has 
suggested a syndrome in children characterized by upper 
respiratory catarrh, a negative Mantoux reaction, and a 
positive jelly test. It would be interesting to know whether 
Dr. Mulkern employed the plain or the flourpaper technique 
for his jelly testing. If the plain technique was used, the 
association of a negative Mantoux reaction and a positive 
plain jelly test is a surprising one. In a recent investigation | 
which we conducted we failed to find such an association 
in over 400 East London schoolchildren. The reverse of 
Dr. Mulkern’s finding, a positive Mantoux and a negative 
plain jelly, is of course common experience. 

If, on the other hand, Dr. Mulkern employed the 
flourpaper technique his findings are not unusual. In our 
investigation we showed that experienced observers using 
the flourpaper technique found a much higher percentage 
of positive reactors than was found by the Mantoux test 
done at the same time. But, whereas there was virtually 
no disagreement over the Mantoux findings, there was 
considerable disagreement between the flourpaper test 
observers as to which reactions were positive and which 
were negative. In our view this test is a fallacious one. 
If Dr. Mulkern used this test, then we suggest he has 
observed a non-specific reaction due to the trauma of 
flourpaper occurring in a_ tuberculin-negative catarrhal 
subject. After all, the’ response to tuberculin in a sensitive 
subject is specific and as likely to be observed with an 
intradermal injection of tuberculin as with the percutaneous 
application of tuberculin jelly, which contains only old 
tuberculin in a tragacanth base-~—We are, etc., 

M. CAPLIN. 
C. P. SILVER. 


London, E.2. S. GRZYBOWSKI. 
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Changes in Skin Response in Asthma 

Sir,—I write to add a few observations to your corre- 
spondence on this subject, because, in an indeed limited 
experience of allergy, I have been forming the impression 
that the apparent dubiety of the skin-test depends in fact 
on variations in behaviour which might prove exceedingly 
instructive if effort could be directed to studying them for 
their own sake instead of trying to iron them out by gener- 
alizations. 

First, the magnitude of response to any standard test 
procedure is influenced by the physiological state of the 
skin. To exclude this in recording “true” variations of 
skin response in a single subject it may be well to use a 
comparative method in which simultaneous tests are done 
with appropriate concentrations of histamine. Some 
observations have also suggested a possible dependence of 
the gradient, relating size of test response to concentration 
of antigen used, and consequently also of the size of 
response to any ‘standard concentration of antigen, on the 
threshold concentration of histamine needed at the time to 
secure minimal skin response. Alternatively, direct deter- 
mination of the antigen threshold concentration for skin 
response, by a standard method of the observer’s own choice, 
may be more independent of such variation and more con- 


venient. 

Beyond these questions is that of immunologically determined 
variation, and here there seem to be intrinsically different patterns 
of behaviour quite apart from the effects of treatment. For 
example, in certain pollen asthmatics a moderate skin reaction 
(of the order: prick response to 25,000 N.U./ml. = prick response 
to 1/1,000 histamine or higher) has been elicited in September 
and then a virtually negative reaction in the following January, 
while others have appeared to be maintaining a more uniformly 
brisk response throughout the year. The interest of characteriz- 
ing such types is both theoretical and very practical if there is 
any relation to the clinical features and mode of response to de- 
sensitization treatments. 

Within such superficially homogeneous groups as pure grass- 
pollen asthma or grass-pollen hay-fever patients there i is, in fact, 
much clinical diversity if attention is paid to the timing of the 
symptoms. Broadly, three types appear to be emerging: 
(1) patients with immediate attack reaction to direct exposure, 
(2) with delayed attack reaction to exposure, and (3) with a 
regular 24-hour cycle of symptoms during periods of exposure 
but not related directly to exposure. Much more observation 
than I have yet had opportunity of making would be necessary 
to establish properly the impression I am at present receiving 
that rather small and variable skin responses are.mainly charac- 
teristic of the third type. This has a bearing on the assessment of 
a patient’s sensitivity from the skin response; within the first and 
perhaps the second group above this assessment may be valid, 
but a small skin response or a high threshold of response is 
certainly no indication of relative insensitivity and of presump- 
tive tolerance to a high desensitizing dose in patients of the third 
type. These patients may have delayed symptomatic reactions 
to treatment with a very low dose; they seem, however, far less 
liable to urticarial reactions than are low skin threshold patients 
of types 1 or 2. 

Such preliminary impressions obviously need much cor- 
rection and amplification before statements of fact can be 
made firmly on these very complicated matters, but I want 
to suggest that there is much scope for a more positive type 
of clinical study of skin responses in relation to other aspects 
of case histories. There appears to be an equal richness 
of variety in other allergies than pollen, and one may suspect 
that quite a diversity of immunological mechanisms may be 
involved in phenomena which there is a tendency to regard 
as homogeneous. There is particular interest in the variable 


character of skin response in food allergies where the posi- . 


tiveness or otherwise of the response is broadly related to 
the interval between taking the food and the onset of symp- 
toms rather than to any more simple manifestation of the 
degree of “sensitivity” ; one explanation of this has been 
that in cases with delayed reaction and absent skin response 
the true allergen is a transformation product of the native 
food protein, but it is also possible that the difference in 
behaviour depends on a difference in immunological 


mechanism.—I am, etc., 
Oxford. R. M. Morris-OWEn. 


Mondor’s Disease 

Sir,—I was most interested in the article on Mondor’s 
disease by my friends Mr. G. M. Lunn and Mr. J.-M. 
Potter (Journal, May 8, p: 1074) in which they record five 
cases of this uncommon condition and give a helpful review 
of it. All their cases were in women, and some had a lesion 
in the breast. I thought, therefore, that it might be of 
interest to refer to a case of this condition in a male whom 
I saw in November, 1950. 

He was a medical practitioner, in good health, and for 
about a week had noticed a little discomfort in the upper 
part of his abdominal wall and had himself felt a thin 
elongated swelling. There was no history of trauma or 
unusual exercise. In my note, made at the time, I described 
is as “a peculiar subcutaneous cord-like structure about 
four inches long lying obliquely.” It was in the upper part 
of the epigastrium on the right side and came over the 
costal margin for a short way. Its oblique direction was 
as described by the present authors. I had not seen anything 


like it before in this position and recorded it as a case of 


superficial venous thrombosis, not then being acquainted 
with Mondor’s disease. No treatment was prescribed and 
the lesion gradually and spontaneously cleared up. The 
patient has had no subsequent thrombosis.—I am, etc., 


London, W.1. JOHN HosForp. 


Sir,—The very interesting article on this subject by 
Mr. G. M. Lunn and Mr. J. M. Potter (Journal, May 8, 
p. 1074) clarifies a condition personally observed on several 
occasions. It is, -perhaps, worth adding to the clinical 
picture the fact that one such case showed linear elevation 
of the skin running down from the lower thorax to the 
upper abdomen in the anterior axillary line on raising the 
arms in a man. Another case, a young probationer nurse, 
developed a tight bowstring spanning the right antecubital 
fossa, On this occasion, as she was prevented from full 
extension of the elbow by pain, the string was divided and 
a piece excised. It proved to be a narrowed sclerotic vein. 

In this odd type of phlebitis the vein shrinks in length 
as well as thickness. The condition is not limited to the 
female and can occur in the limbs as well as the anterior 


trunk.—I am, etc., 
London, W.1. F. Harwoop STEVENSON. 


Animal Technicians 

Sir,—My attention has been drawn to the annotation 
on animal technicians (Journal, April 3, p. 808) and the two 
letters thereon by Mr. A. E. Brown (Journal, April 24, 
p. 983) and Mr. F. Mather (p. 984). One can agree with 
the annotator until he claims that “the animal techriician 
shares, or should share, equal status with the laboratory 
technician.” It seems obvious that the writer can have little 
knowledge of what is required of the present-day technician 
in hospital laboratories and cannot, therefore, be in a . 
position to make a comparison. 

A statement in the letter from F. Mather is to be greatly 
deplored. His opinion expressed in the second paragraph 
on the responsibility of the pathologist in relation to the 
interpretation of results in no way reflects the views of the 
Institute of Medical Laboratory Technology, nor that of 
the vast majority of its six thousand members. Such state- 
ments as these can do much harm to the laboratory services. 
In the last paragraph of his letter there is a reference to 
the senior technician teaching laboratory technique to 
young medical men commencing their laboratory careers in 
pathology. With his wide knowledge and long practical 
experience, who should be better able to guide the beginner 
through the intricacies of modern laboratory technique ? 
This has been customary for as long as I can remember 
and I hope it will continue in the same atmosphere of 
goodwill and mutual respect as has been evident in the 
past.—I am, etc., 

London. W.1. NorMAN, 


Institute of Medical Laboratory Technology.’ 


_ antibiotics, too.—I am, etc., 
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Single Incision for Bilateral Orchidectomy 


Sir,—I am in turn dismayed by Mr. C: J. Cellan-Jones’s 
comments (Journal, May 1, p. 1039) on Sir Heneage Ogilvie’s 
letter Vournal, April 17, p. 934). As one of the young, 
though greying, surgeons whom he apostrophizes I should 
like to advocate as strongly as I can the scrotal approach 
to the testis wherever possible. I have used it in all cases 
of hydrocele and spermatocele for the last seven years 
with uniformly satisfactory results, nor have any of the 
chiefs for whom I have worked in that time ever criticized it. 

The position of the scrotum does not interfere with its 
adequate cleansing : all that is necessary is a pair of forceps 
to hold it up. The scrotum is not corrugated, but smooth 
and lax, in a normally heated operating theatre. The ap- 
proach to the testis is direct and easy, and avoids the 
manipulation and trauma involved in hauling a sometimes 
bulky hydrocele up into the groin, thereby opening further 
tissue planes which will ooze post-operatively and which 
cannot be dealt with from the inguinal incision at the time 


of operation. The inguinal canal is left undisturbed and_ 


unnecessary handling of the cord obviated. Furthermore, 
incisions in the scrotum heal better, and with less scarring, 
than those in almost any other part of the body : even the 
jagged and infected lacerations that one sometimes sees 
almost invariably “heal without complications.. Lastly, the 
patient is less conscious of the irritating sequelae of the 
unavoidable division of.small cutaneous nerve twigs by 
the inguinal approach. 

The tendency to scrotal haematoma, common after both 
approaches, but in my experience more widespread after 
the inguinal, is easily frustrated by a simple manceuvre, for 
which I claim no originality, but which does not seem to 
be as widely known as it deserves. At the end of the opera- 
tion, after wide cleansing with spirit to remove grease, the 
most dependent part of the scrotum is seized by tissue 
forceps, and held vertically upward, with the skin of the 
scrotum in a taut cone: After applying a small dressing 
to the sutured wound a strip of “ elastoplast ” about an inch 
wide is wound firmly in a spiral round the cone of scrotum 
from apex to base. The testis will have fallen to the base, 
or neck, of the scrotum, and is not included in the spiral. 
If desired, further strips of elastoplast may be applied, 
more gently, over and round the base. This dressing is 
left on four or five days, and causes little or no discomfort 
—certainly less than stitching the scrotum to the abdominal 
wall, supporting it on a shelf of strapping between the 
thighs, or any of the other methods of varying effectiveness 
which are advocated. After removal of the dressing— 
which slips off easily, without having to be unwound—there 
is no haematoma formation, and the testis drops immediately 
back. into its normal ‘position. 

I cannot help feeling that Mr. Cellan-Jones was unusually 
unfortunate in his experience 25 years ago, and even more 
so in the lesson which he learnt from it. And now we have 


Beaconsfield, Bucks. MICHAEL REILLY. 


Immunization Against Tetanus 


Sir,—With reference to Dr. G..M. Bailey’s letter (Journal, 
February 20, p. 454) which has just reached me in distant 
Australia’s bush, will you please permit me to make a 
remark or two? Dr. Bailey claims that only one booster 
dose of tetanus toxoid should be adequate within ten years 
of active immunization with three doses of the toxoid. Is 
this claim arbitrary or authoritative ? If the latter, will he 
please quote the same ? 

He concludes his letter with some disapproval, if not 
disparagement, of Service men in uniform being given “ 3,000 
A.T.S.” by casualty officers. It calls for little experience to 
know that tetanus can result from an almost invisible 
wound as from an extensive battle injury where A.T.S. is 
given with all possible speed in the regimental aid post in 


- the British Army (the Americans, I understand, still stick 


to toxoid). What would be the legal position of the casu- 
alty officer who, on the reasoning advocated by Dr. Bailey, 


omitted the “ 3,000 A.T.S.” and found himself sued by the 
relatives of a patient dying from tetanus? Your expert’s 
advice in “ Any Questions ?” dating back to December 3, 
1949 (p. 1305), in the concluding sentence is relevant and 
contrary to what Dr. Bailey would have us do. 

Lastly, is it not true that some individuals, including 
Service men of course, are-resistant to active immunization ; 
and, this being so, how is a casualty officer to know the 
case which is not? In the face of these and many more 
unsettled views and conflicting opinions, Sir, some of us 
have the temerity to call medicine a science.—I am, etc., 

Boulia, Queensland, Aus:ralia. B. J. Boucné. 


Relief for Entropion Sufferers 

Sir,—I quite agree with Dr. Cecil W. C. Robinson 
(Journal, May 1, p. 1037) that the removal of a piece of 
skin from the lower eyelid or a skin and muscle operation 
is often unsuccessful in the relief of entropion, and I thought 
that these operations had fallen.into disrepute. On the 
other hand, Wheeler’s operation, where a strip of orbicularis 
muscle is attached to the periosteum of the malar bone, or 
the simple operation of an overlap of the orbicularis muscle, 
seldom fails. 

Entropion of the lower lid is due to buckling of the tarsal 
plate which has become thin in the middle, and therefore 
a shortening of the orbicularis muscle is the obvious treat- 


' ment from a mechanical point of view, as it will prevent the 


tarsal plate from buckling. This operation takes longer 
than a skin and muscle operation, but I should think any- 
thing is preferable to wearing a contraption on one’s reading 
spectacles, and, also, in many cases an uncured entropion 
will cause constant irritation —I am, etc., 

Camberley. HARTLEY. 


Notification of Epidemic Diseases 

Sir,—It would be interesting to know what the criteria 
are which determine the notifiability of epidemic diseases. 
It is, one supposes, a matter of ministerial policy, and one 
wonders whether it is guided by medical men. In my 
practice at present there are minor epidemics of infective 
hepatitis, of mumps, and of chicken-pox, none of which 
are notifiable: if there were also an epidemic of rubella, 
that also would not be notifiable ;, yet with the Australian 
experience of this disease one would have thought it very 
important to all pregnant women. But surely the whole 
absurd business of notification of some diseases and dis- 
regard of others equally infectious brings the whole appara- 
tus of notification into disrepute. I well remember, about 
1947, a small epidemic of glandular fever which was most 
interesting and unusual, yet it could not be brought to 
the notice of the public health authority simply because 
it was not notifiable. Yet pneumococcal pneumonia, which 
seems to have largely lost its epidemic quality and which 
can almost be relegated to the rank of a minor malady, 
is retained as a notifiable disease. There undoubtedly has 
been a profound shift in the importance relatively of a 
number of epidemic diseases: some, such as encephalitis 
lethargica, have virtually disappeared ; others, such as ery- 
sipelas, are both milder and more easily dealt with ; while 
yet others, such as poliomyelitis, have attained a much 
greater importance than they have ever had before. Surely 
this calls for a review of the situation 7—I am, etc., 

Leeds. C. E. GOLDSBOROUGH. 


Appointment with Fear 

Sir,—I read with interest the letter of Dr. P. R. Saville 
(Journal, April 17, p. 932) and that of Sir John Nicholson 
(Journal, May 8, p. 1094), and I heartily agree with the 
latter that “ what most people dread is a sense of uncer- 
tainty and the unknown.” This is particularly true of 
cancer. Dr, Saville and many other medical men do not 
seem to realize that “apprehension” about this disease 
(true cancerphobia is fortunately rare) already exists in 
nearly 100% of the population. There are-a great many 
causes for this apprehension, ignorance and uncertainty 
being at the top of the list, but death itself is at the bottom, 
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as Sir John Nicholson suggests. Pain is high up, as is the 
idea that all cancer patients “die in agony.” This mis- 
apprehension on the part of Dr. Saville and many other 
practitioners concerning the attitude of the public in regard 
to cancer is very serious, as it is preventing some local 
authorities embarking on a scheme of cancer education 
such as is advocated by the Ministry of Health. Dr. 
Saville cannot put the clock back. The public from child- 
hood to the grave is being encouraged to be interested in all 
sides of life, and people cannot be expected to lower an 


iron curtain where their own health and bodies are con- 


cerned. 

Many medical men think that if a patient does not talk 
about cancer they are not thinking or worrying about it, 
whereas the exact opposite is true. It is only by encourag- 
ing people to talk about it and bringing it to the surface 
that apprehension can be diminished. Emerson was right 
when he wrote: “Knowledge is the antidote to fear.”— 
I am, etc., 


York. MALCOLM DONALDSON. 


“Lobster Claw” Hands 

Sir,—An East African negro boy of the Maragoli tribe, 
aged 12 years. His first three fingers of the right hand are 
enlarged very much both in length and thickness. There 
is a deep cleft between the index and the second finger. 
The small finger and the ring finger are of normal size. 
He uses these to eat and to hold things. All the fingers of 
the left hand are enormously enlarged. He has no defect 
of feet or of any other part of the body. His brain is very 
alert and he earns a good living by begging, at which he is 
an expert in exploiting his deformity. He has no pain and 
has not been suffering from any other illness. His hands 
were examined and his blood tested for filarial disease. The 
result was negative. He is quite cheerful and resigned to 


his condition. When asked what he thought of it, he replied, 
““Shauri ya Mungo,” which means in Swahili, “ It is God’s 
will.” 


His father and mother state that he was born with this 
deformity of the hands, and the child confirms that he has 
always had this condition since infancy. None of the other 
members of the family are affected. 

This congenital anomaly of the hands has three factors in 
it: (1) lobster claw deformity, because of the cleft between 
the fingers ; (2) megalodactylism, because of the enormously 
enlarged fingers and their corresponding bones; (3) crab 
claw hand, because the left hand has all five fingers erform- 
ously enlarged.—I am, etc., 


Nairobi. — Ayres L. RIBEIRO. 


Heart Failure and Phenylbutazone 

Sir,—In view of Drs. D. J. O’Brien and Geoffrey Storey’s 
report of a patient dying with heart failure after phenyl- 
butazone (Journal, April 3, p. 792), the following may also 
serve as a warning specially regarding the use of this drug 
in patients with established heart disease. 

A 42-year-old English school-teacher was admitted to hospital 
on September 19, 1953, with severe heart failure. There was 


no previous history suggesting rheumatic fever, but on entry to 


university (age 17) he was graded A2 on “ account of his heart.” 
Four years later the same doctor examined him and said his 
heart was “now all right.’”’” He had routine: medical examina- 
tions for the Fire Brigade, Ministry of Supply, and Army. No 
comment was made about his health. During the war he per- 
formed an active job inspecting coastal defences without difficulty. 
He first noted undue breathlessness on walking quickly in 1950 
(age 39), but this symptom disappeared after three months, and 
he was then able to run upstairs without any undue dyspnoea. In 
1952 he was examined for £1,000 life insurance policy. The 
premium was not loaded. 

On September 5, 1953, he tripped and fell on his back. 
Following this he had considerable lumbar pain which was not 
much relieved by massage and salicylate. On September 15 1 g. 
phenylbutazone was injected intramuscularly at 11 a.m. One 
hour later the pain had gone and he felt fine. That night he 
started to cough and became breathless. During the next four 
days the breathlessness became progressively worse. On admis- 
sion he was in considerable distress with marked orthopnoea, 
ventricular rate 140, blood pressure 130/80, slapping apical first 
heart sound, apical diastolic rumble, and widespread crepitations 
at both lung bases. There was slight leg oedema. X-ray showed 
an enlarged heart shadow with mitral configuration (later con- 
firmed by screening) and the fan-shaped opacities of pulmonary 
oedema. Electrocardiograph confirmed auricular. fibrillation and 
right ventricular dominance. He responded well to rest, digital- 
ization, and mersalyl, and was discharged on October 7. Fibrilla- 
tion has since continued, and when digitalis was stopped a month 
after returning to work undue breathlessness recurred. Probably 
permanent digitalization will now be necessary. 
months later (April, 1954) showed clearing of the lung fields but 
little change in the heart shadow . 

The onset of symptoms 12 bene after the phenylbutazone 
injection and his previous good health make it very prob- 
able that this drug precipitated the heart failure. This 
could be due to direct action on the myocardium or water 
retention effect. It would seem therefore that established. 
heart disease is a contraindication to use of phenylbutazone. 


—I am, etc., 
Penang, Malaya. H. A. Re. 


Clergy and Doctors 


Sir,—As both clergy and doctors are so deeply concerned 
with the Ministry of Healing in its fullest sense, it is sur- 
prising and: lamentable that there should be any lack of co- 
operation between them, as is suggested by the letters of 
the Rev. Tony Clemens (Journal, April 24, p. 983) and Dr. 
F. Gray (Journal, May 1, p. 1041). Where it does exist it 


-must be due to shyness of approach, or to ignorance on the 
- part of the one of the help and co-operation which the other 


is willing and anxious to give. 

To overcome both these difficulties in this area, the Tor- 
quay and District Medical Society organized a meeting of 
clergy and doctors some’ time ago, at which the Bishop of 
Exeter and one of the doctors initiated a most useful dis- 
cussion. A desire was expressed at the meeting that regular 


‘joint meetings should be held; and the Bishop instructed one 


of the rural deans present to form a small committee to 
arrange them. This was done, two further meetings have 
been held, and it is intended to continue them three or four 
times a year. They have been well attended on both sides, 
and have already abundantly proved their value. B.M.A. 
Divisions, medical societies, and rural deans, please copy !— 
I am, etc., 
Newton Abbot. 


Sir,—As a member of the medical profession, I would like 
to endorse the opinions stated by the Rev. Tony Clemens 
in his letter (Journal, April 24, p. 983) under the above 
heading. It must be painfully obvious that there is some- 
thing wrong in a country in which, despite all the “ benefits ” 
of the Welfare State, we are told that “ 50% of the hospital 
beds are occupied by psychological cases,” and that “75% 
of the cases seen by the average G.P. are in some degree 
neurotic.” Is it possible that the strain of living has 
increased since 1948? Is there some truth in the assertion 


G. M. TANNER. 


‘that the institution of the N.H.S. has fostered hypochon- 


dria? Are all these patients neurotic from choice, because 


X-ray seven 
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it doesn’t cost them anything, or is there something missing 
in our “free world” ? 

I venture to suggest that one of the main reasons for the 
increase in neurosis lies in the fact that because of the 
N.H.S. the average doctor can no longer be the friend 
and adviser his predecessors were to their patients. The 
“old” G.P. was an excellent psychologist, and his abilities 
were, to my mind, the reason why his patients brought 
their worries to him for solution. To-day, few medical 
men have the time or inclination to just sit and listen to 
matters outside the “normal” sphere of work, so that the 
patient who is worried can find no other alleviation for 
his worry than phenobarb. He continues to worry and 
develops neurosis in one form or another. 

Although I am not a particularly religious person I still 
feel that the “common man” can find much solace in 
religion, and that his particular minister can be of help 
to him in much the same way as the “old” G.P. in the 
solution of his personal problems. My own practice is 
based on the treatment of psychosomatic conditions, and 
I am impressed by the number of patients who lose their 
physical ailments once they have been able to talk-out 
their worries. In many cases I refer patients to their 
clergyman, because I believe that in this scientific age 
there is a greater than ever need for spiritual balm. 
Thus I feel that there are positive indications for closer 
co-operation between medicine and the church.—I am, etc., 


Manchester, 2. S. F. GrBert. 


Women in Medicine 


Sirn,—With reference to your interesting annotation on 
“Women in Medicine” (Journal, May 15, p. 1143), there 
is an important correction which we are sure you will be 
anxious to make. One of our members very kindly under- 
took the task of counting the number of medical women 
listed in the 1954 issue of the Medical Directory. The 
result of her labours was reported: to our Council at its 
meeting in Sheffield last week, and the figures, right up to 
date, are 13,374 women’s names, included in the Directory, 
of whom 12,500 are in active work.—I am, etc., 

JOSEPHINE BARNES, 


Honorary Secretary 
Medical Women’s Federation. 


London, W.C.1. 


*,.” According to another source of information, in 
January, 1954, there were 10,800 women in the Medical 
Register, of whom 7,600 were known to be in active work. 
—Eb., B.M.J. 


Dangers of Induced Hypotension 

Sir,—I should like to endorse Dr. Florence Faulkner’s 
letter (Journal, May 1, p. 1041) drawing attention to the 
dangers of poor anaesthetic technique associated with the 
methonium drugs. I believe there are many surgical pro- 
cedures where blood loss may be detrimental to the patient, 
or may so fog the surgical field as to render the operation 
almost impossible. 

It is a remarkable fact that after a correctly administered 
hypotensive technique patients are much more fit the next 
day than those given ordinary routine anaesthetics. Al- 
though this may be due to the low blood loss, it is perhaps, 
in such cases as operations on the vagina and pelvis, due 
to a splanchnic block produced by the ganglion-blocking 
agent. Like all new methods, it is condemned by the few 
catastrophes, but these are due to bad technique or a mis- 
judged choice of patient. These patients with low pressure 
must have oxygen “all the time, and after.” Too much 


premedication—excess of thiopentone or of pethidine—will 
reduce the respiratory exchange, possibly as much as a 
deficient airway. Full oxygenation is essential, and must 
‘be produced by a high oxygen mixture even, if necessary, 
by assisted respiration throughout ; oxygenated blood must 
reach the cerebral circulation during the four hours that- 
the pressure remains low after return to the ward: this 


means a thoroughly competent susang ward staff well 
schooled in the technique. 

I quite agree that “ hypotensive ” methods are dangerous, 
and should be embarked on warily by the uninitiated. As 
new “ ganglion-blocking” agents are produced, controlled 
hypotension will one day become “controlled.” It will be 
safer when an efficient antidote, similar to the action of 
neostigmine on tubocurarine, is obtainable.—I am, etc., 


Manchester. WILLIAM B. BACON. 


Ring Incorporated in Finger 

Sir,—The following is an unusual case that I thought 
might interest readers. 

A woman, aged 56 years, appeared in casualty recently. 
The accompanying photographs show more clearly than 
words the way her wedding ring has been incorporated in © 
her finger. She had had the ring on for almost 40 years, 
and for the last 10 had noticed it gradually being covered © 
by folds of skin on the palmar surface. She would admit 
to no incidents of infection or ulceration. Her doctor had 
noticed the condition on visiting her for another ailment. 


The finger was greatly hypertrophied, especially on the 
palmar surface, but there was no induration except around 
the sinus of the ring. The palmar surface showed normal 
skin with some accentuation of the proximal skin fold but 
no obvious scarring. There was nearly an inch (2.5 cm.) of 
normal tissue in front of the ring. The x rays show erosion 
of bone on the flexor surface, ae the flexor tendons are 
functioning. 

My thanks are due to Mr. G. 'N. Golden for permission 
to publish this case.—J am, etc., 

Guildford. J. H. NEAME. 


World Population and Food Supplies 

Sir,—Your “Medical Notes in Parliament” (Journal, 
May 8, p. 1100) on world population and food supplies 
gives one the impression that opinion was sharply divided 
between increased food production and birth control as 
the answer to the problem of the rapidly increasing world 
population. Is this division of opinion entirely necessary ? 
Surely an improvement in the standards of living in Eastern 
countries would lead to a diminution in the size of the 
family even as it has already done in the West, so that in 
time the Orientals would be faced with the Occidental 
problem of an ageing and hence potentially declining 
population. If priority was given to increased food pro- 
duction much acrimony over methods of birth control 
would be avoided, for the Indians and Japanese would 
then adopt these methods in conformity with their own 
codes.—I am, etc., 

Dublin. JOSEPH BARNES. 


A Question of Seniority 

—* But London’s two greatest hospitals—St. Bartholo- 
mew’s founded by Rufus’s courtier, Rahere, in the Smith- 
field Marshes, and the even older St. Thomas’s in South- 
wark for sick and needy travellers—had been established by 
Augustinian canons in the twelfth century. Such spitals 
were very small : St. Thomas’s, rebuilt after the fire of 1207, 
had rush beds for forty patients, and a staff of four canons, 
three nursing sisters, and a warden.” This quotation from 
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The Story of England: Makers of the Realm, by Arthur 
Bryant,’ caught my eye shortly after a brisk discussion with 
an eminent surgical alumnus of St. Bartholomew’s, a 
fanatical follower of Rahere. 

Is it not possible for this highly debatable problem to be 
brought up to date by the elimination of legend and the 
citation of the existing documentary evidence? After the 


heat engendered by this process has subsided, the medical | 


profession will at long last know which is primus inter pares. 


—I am, etc., 
Bideford. M. W. LitTLEwoop. 


1 The Story of England : Makers of the Realm, 1953, p. 326. London. 


Visit to Poland 


Sirn,—On May 3 I returned from a ten-day visit to 
Warsaw and other parts of Poland, where I had been as a 
member of a peace delegation. As a recently retired 
assistant county medical officer, I was particularly interested 
in the care of children and provision made for them in 
. eréches, kindergartens, schools, youth clubs, and hospitals. 
For the children of working women there are créches and 
kindergartens attached to factories and elsewhere in ade- 
quate numbers. Most women in Warsaw appear to go to 
work. They are not compelled in any way to do ‘so, but 


when one sees the ruins- which remain still after the vast . 


amount of reconstruction which has already taken place 
one can well accept the fact that every pair of hands is 
welcome in rebuilding the city which Hitler so wantonly 
destroyed and which is rising like a beautiful phoenix 
from its ruins. 

Among medical institutions visited was a premature baby 
unit in Warsaw where 1,500 premature babies have been 
admitted in the last four and a half years. We were told 
by the young woman paediatrician in charge that their 
mortality rate is 30%. .The hospital appeared very well 
equipped and up to date, and all the staff keenly interested 
in their work. I was very much impressed by a sanatorium 
in the Tatra Mountains. This modern, excellently equipped 
hospital was built in 1949, the workers of Silesia. sub- 
scribing 60% of the money required and the State providing 
the rest. We were taken over every corner of the sana- 
torium and were able to mix freely with the small patients. 
It had 580 beds, all occupied with cases of lung, gland, and 
‘bone tuberculosis. On one vast semicircular balcony we 
saw numbers of spinal cases, looking very brown and 
extraordinarily cheerful, playing with a great variety of 
didactic and other toys. The teachers of these younger 
children appear utterly devoted to their small charges, 
and have a four-hour day of work, as so much is demanded 
of them in the way of patience and interest: There is 
nothing lacking .in the way of education for the. older 
children, as teacher members of our delegation soon found 
after numerous questions and inspection of class-rooms, 
science laboratories, art rooms, etc. 


To-day 1.3-1.5% of the population have tuberculosis ; 


10% require hospital treatment. Mortality before the war 
was 20 per thousand. This increased very much during 
and after the war, but has now been reduced to 8 per 
thousand. Before the war the number of beds available 
for tuberculosis was 8,000. To-day there are 13,000 beds 
for adults and 95,000 for children. As the chief sufferers 


from tuberculosis are babies, a vast campaign is being 


waged. Every baby born in hospital is given B.C.G., and 
wherever possible also those born at home. Since the cam- 
paign began a few years ago 8,000,000 children have received 
B.C.G. Factory and other workers have mass x-ray 
examinations every 4-6 months, and mobile x-ray units 
are sent to villages in rural areas. 

I was extremely favourably impressed by the way Poland 
is caring for her children, ill and well, not only with 
efficiency but with loving kindness. The doctors we met 
were keen and kindly colleagues, and, apart from language 
difficulties, no vestige of an iron curtain separated us.—I 
am, etc., 


Dunmow, Essex. WINIFRED M. CopParD. 


POINTS FROM LETTERS 


Unwrapping the “ Journal ” 

Dr. W. Bruce Fry (Sydney, Australia) writes: Some weeks ago 
I had a small accumulation of Journals which required opening 
and reading. I became irritated with the difficulty of unwrapping 
and cast around for a simple method. By grasping the protrud- 
ing end of the wrapper with thumb and forefinger and exerting 
pressure on the Journal witi third and fourth fingers it was 
found comparatively easy to remove the wrapper in its entirety 
without damaging the Journal. Coincidentally, the first Journal 
to be opened by this method contained the first reference 
(Journal, December 12, 1953, p. 1326) to the difficulty being ex- 
perienced by others. . 


Teaching Bacteriology in Schools. 

Dr. A. J. Essex-CatTer (Swansea) writes: In reference to a 
comment by Dr. Arthur Turnbull in ‘Points from Letters ” 
(Journal, April 10, p. 878) I am pleased to be able to inform him 
that a few secondary modern schools do include lessons and 
demonstrations on the bacteriology of simple human pathogens. 
It is naturally difficult for schools to obtain the necessary slides, 
but I am sure public health departments or public health service 
laboratories would be only too happy to help interested science 
teachers. I certainly share your correspondent’s opinion that the 
teaching of elementary bacteriology in all schools would be of 
great value in sharpening the general public’s interest in health. 


Fear of Litigation 

Dr. Maurice ANDERSON (Birmi , 14) writes: Dr. C. J. 
Cellan-Jones (Journal, April 10, p. 876) is perfectly correct when 
he points out how unfair it was for a barrister to make sweeping 
(and derogatory) generalizations about doctors and hospitals on 
the grounds of the evidence in one single case. Abbott’s Elements 
of Logic contain the axiom: “E particulare ad universalem, 
consequentia non valet.” Learned counsel, however good he may 
be at law, would appear to be unsound in logic. ‘ 


Ulcerative Colitis 

Dr. F. E. Tittyarp (Worthing) writes: With reference to the 
letter by Mr. C. Horvitz in “ Points from Letters (Journal, 
April 17, p. 937), when at Edinburgh University about 1912 
Arbuthnot Lane addressed a meeting of surgeons and medical 
students. I think that he had just returned from the U.S.A. 
He recounted how on the voyage home he asked the ship’s « 
librarian to recommend him a novel (I forget the name) and 
“there I read the story of two constipated females.” He 
continued: “ The other day a Iady hobbled into my consulting- 
room on two sticks. I looked at her and said, ‘ Madam, I will 
give you a new pair of boots through your abdomen.’ ” 


Cancer of the Lung 

Dr. A. A. Cray (Newport Pagnell, Bucks) writes: With 
carcinoma of the lung looming large in the minds of both Jay 
people and medical practitioners, I feel, as a general practitioner, 
that something should be done to expedite admission in suspected 
cases., I find that cases picked up by the mass radiography unit 
may have to wait a month or more to be admitted to hospital. 


“The only way to ensure adequate results from operation is to see 


that such cases are treated—as well as diagnosed—at the earliest 
possible moment, and many of us feel that carcinoma of the 
lung—indeed, most cases of carcinoma—should be treated with 
almost the same priority as an acute abdomen. ‘ 


Clergy and Doctors 

Dr. J. B. GurNeEY SMITH (Redhill) writes: I read the Rev. Tony 
Clemens’s letter (Journal, April 24, p. 983) with interest. He 
would appear to plead for co-operation between the two callings 
of the church and medicine. I would like to inform him of 
the existence of the Union of St. Luke. This Union was founded 
in 1948 to deepen the spiritual lives of communicant Anglican 
doctors and to foster a warm-hearted alliance with the clergy. 
In six years the Union has over 60 doctors as members and 
associates and a number of clerical associates. The Union 
circulates newsletters and holds retreats from time to. time, 
especially at St. Luke’s tide. Mr. Clemens is cordially invited to 
become a clerical associate. I feel sure ~~ friend, the honorary 
secretary of the Union of St. Luke, Dr. R. H. Hardy, 1, Rolle 
Villas, Exmouth, would be very glad to hear from intending 
members of the Union. 
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MABEL L. RAMSAY, M.D., F.R.C.S.Ed., 
M.R.C.0.G., D.P.H. 
The sudden death of Dr. Mabel L. Ramsay while attend- 
ing a council meeting of the Medical Women’s Federa- 
tion at Sheffield on May 9 has removed a vivid person- 
ality from the ranks of the medical women in this 
country. She was 75 years of age. 

Mabel Lida Ramsay was born in London -in 1878, 
the daughter of Paymaster-in-Chief A. J. Ramsay, R.N., 
and as a girl she expressed the desire to become a 
surgeon, an ambition not easy of accomplishment by a 
woman in those days. Born with the spirit of a fighter, 
however, and having decided on the career she wished 
to pursue, she studied at the Medical College for 
Women, Edinburgh, and at Owens College, Manchester, 
but before enrolling as a medical student she trained for 
two years as a gymnast, with the idea that such train- 
ing would help her in the orthopaedic work in which, 


at first, she planned to specialize. She graduated M.B., . 


Ch.B. at Edinburgh in 1906, took the Cambridge D.P.H. 
in 1908, and proceeded to the M.D. two years later. In 
1921 she was elected F.R.C.S.Ed., and in 1929 was 
admitted a foundation Member of the Royal College of 
Obstetricians and Gynaecologists. After qualifying she 
held the appointments of house-surgeon at the Glasgow 
Maternity Hospital and then for a time was in the public 
health service as assistant medical officer of health at 
Huddersfield. Later, she was senior house-surgeon at 
the Women and Children’s Hospital, Leeds. She went 
to Plymouth a few years before the outbreak of the first 
world war in 1914, during which she worked for a time 
as a surgeon with the Women’s Imperial Service at 
hospitals in Belgium and France. 

It was as an obstetrician and gynaecologist that Mabel 
Ramsay came to specialize and not as an orthopaedic 
surgeon. At Plymouth she became in due course con- 
sulting gynaecologist to the City Hospital and to the 
Infirmary ; consulting obstetrician to the Three Towns 
Maternity Home, to the Salvation Army Maternity 
Home, and to the counties of Devon and Cornwall ; and 
consulting surgeon to Plymouth Public Dispensary. She 
also lectured to midwives in the district and examined 
for the Royal College of Nursing. 

For many years she was a familiar figure at the head- 
quarters of the British Medical Association. She served 
on the old Insurance Acts Committee from 1919 to” 
1938, on the Additional Benefits Subcommittee from 
1928 to 1938, and on a number of other committees, 
including the one concerned with the causation of puer- 
peral morbidity and mortality. When the Association 
held its Annual Meeting at Plymouth in 1938 she acted 
as one of the vice-presidents of the Section of Obstetrics 
and Gynaecology. A founder member of the Medical 
Women’s Federation, she had been its honorary secre- 
tary and in 1932-3 and again in 1933-4 its president. In 
1934 she offered herself for election to the General 
Medical Council as a direct representative in the place 
of Sir Henry Brackenbury, whose term of office had ex- 
pired ; but the opposition was too strong. Locally, she 
was the first woman member of the Plymouth Medical 
Society and its president in 1930-1, and for a time she 
was honorary treasurer of the Plymouth Panel Com- 
mittee and honorary secretary of the Plymouth Local 
Medical Committee. She was also a former honorary 


secretary of the Plymouth Citizens’ Association and a 
past president of the Plymouth Soroptimist Club. 

Mabel Ramsay’s life was spent in one long fight for © 
the rights of women. Recalling the days of the suffra- 
gettes, she could tell how her mother, then over 60 years 
of age, was one of the band of pilgrims who walked 
from Land’s End to London in 1914. Dr. Ramsay her- 
self accompanied the pilgrimage as far as Taunton, but 
then had to return to Plymouth to fulfil her professional 
duties. She loved to recall the excitement caused in 
those early days by the suffragettes, and with relish she 
would relate how once it had been said of her, “ Dr. 
Mabel Ramsay is a devil: we must watch her.” She 
was certainly watched, and admired, for many years 
thereafter. 

We are indebted to Dr. Annie Bryce for the following 
appreciation: The medical women of the South-west, and 
indeed medical women generally, will sadly miss the gallant 
figure of Mabel Ramsay. She herself would be delighted 
to know that she ended her days still in harnéss, and at 
a council meeting of the Medical Women’s Federation. 
She was a founder member of the Medical Women’s Federa- 
tion, and the medical women of to-day owe much to her 
energy and fire and enthusiasm, which played such a big part 
in getting them equality with their male colleagues. She 
never lost her energy and drive, and was always fighting for 
some minority cause. She was a steadfast friend to the 
young and newly qualified, and I have many grateful 
memories of her kindness to me when I timidly started out 
in general practice thirty years ago. Our friendship never 
faltered, and her example spurred me on to undertake many 
things I may otherwise have shunned and therefore failed in - 
my duty to medical women. A pleasant memory is her last 
Christmas card, with its usual little doggerel written by 
herself, ending: “And so I jog along, singing my happy 
little song.” 


A. A. MUSSEN, M.D., D.P.H. 


Many of the older members of the public health service: 
will have learnt with regret of the death of Dr. A. A. 
Mussen, formerly medical officer of health for Liver- 
pool and a vice-president of the Liverpool Medical 
Institution, at Harrogate on May 3. He was 84 years 
of age. 

Arthur Augustus Mussen was born in Antrim on 
April 4, 1870, and received his medical training at 
Trinity College, Dublin, where he obtained the degrees 
of M.B., B.Ch. in 1892, proceeding to the M.D. three 
years later. Like so many of those who intended to 
make public health their career at that time, Mussen 
studied this subject at Cambridge, taking the D.P.H. 
there in 1899. Before he joined the Liverpool public 
health department in 1900, then and for many years 
after under the direction of the late Professor E. W. 
Hope, Mussen spent several years in hospital appoint- 
ments and gained some useful experience as assistant 
medical officer of health for Huddersfield. In 1909 he 
was appointed to a similar post at Liverpool, and thus 
began his long career in that city. He retired in 1931. 

When Mussen went to Liverpool some interest was 
being shown by Hope in the experimental work which 
was being done by Variot, in Paris, and Nathan Strauss, 
in New York, on the subject of the artificial feeding of 
infants. The first milk depot in Liverpool was opened 
in 1901, and this step initiated the great advances which 
were to take place there in the care of infants and young 
children, in which Mussen played a notable part. The 
personal health services—begun in Liverpool by the 
appointment of health visitors, the supply of special 
milk feeds, and the opening of child welfare clinics— 
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were broadened by the setting up of the school medical 
service in 1907 and the tuberculosis service ip 1912. 
Mussen, who could have truly said with Abou Ben 
Adhem that he loved his fellow men, brought much 
energy and enthusiasm in those early days to the 
organization and development of the personal services : 
but, with his appointment as deputy medical officer of 
health in 1912 and the strengthening of the medical staff 
of a rapidly growing department, he began to spend 
more and more of his time on the purely administrative 
side of his work. He twice held office at Annual Meet- 
ings of the British Medical Association : at Toronto, in 
1906, he was one of the honorary secretaries of the 
Section of State Medicine, and at Liverpool, in 1912, 
he was a vice-president of the Section of State Medi- 
cine and Industrial Diseases. 

His work in the Liverpool public health department 
was interrupted by the outbreak of war in 1914, during 
which he saw service in France, first in a mobile hospi- 
tal and later as a specialist sanitary officer, attaining 
the rank of major. When Hope retired in 1924 Mussen 
was asked to take over the appointment of medical 
officer of health. Although he had been lecturer in 
practical sanitation in the University of Liverpool for 
a good many years, Mussen was not anxious to accept 
the more serious responsibility of the professorship of 
public health, and so Hope continued to occupy the 
chair until 1931. Mussen was not an ambitious man 
at this stage of his career, when he was in the middle 
fifties, and throughout his official life rather tended to 
shun the limelight, perhaps, indeed, to the advantage 
of the work of his department. 

He was keenly interested in sport in his younger 
days, especially in skating and climbing. He was a 
member of the Liverpool Racquets Club, the Liverpool 
Athenaeum, and the Liverpool Chess Club, and for a 
time he was chairman of the Philharmonic Society. 
On his retirement he and Mrs. Mussen moved to Surrey, 
but during the last few years they had lived in a hotel 
at Harrogate. The sympathy of his colleagues will be 
extended to his widow in her bereavement.—W. M. F. 


W. L. BURGESS, C.B.E., M.D., F.R.C.P.Ed., D.P.H. 


The death of Professor William Leslie Burgess at his 
home in Dundee on April 22 has deprived public health 
of one of its most outstanding exponents, while the 
school of medicine of the University of St. Andrews 
mourns the loss of a distinguished teacher. . 

Born in Aberdeenshire 68 years ago, he received his 
medical education at the University of Edinburgh, gradu- 
ating M.B., Ch.B., with first-class honours, in 1909. His 
interest in preventive medicine dated from his under- 
graduate days and was maintained throughout his life. 
Within three years from graduating he obtained the 
Diplomas of Public Health and of Tropical Medicine 
and Hygiene, while, in addition, he proceeded to the 
higher degree of M.D. in 1912, his thesis being-awarded 
a commendation. 

Burgess went to Dundee in 1913 as chief tuberculosis 
officer, and, after service with the Scottish Horse in the 
first world war, returned in 1918 to become medical 
officer of health, a post which he held until 1951. During 
his tenure of office as medical officer of health the de- 
velopment of public health, from both the professional 
and administrative points of view, was rapid : his clini- 
cal acumen ensured that the professional advances were 
put to the best advantage of the population he served 
with such devotion, and his ripe judgment that admini- 


strative changes were introduced with minimum dis- 
turbance of continuity. Professor Burgess was of that 
generation of public health officers who maintained an 
active interest in the practice of medicine, and he was 
as able a physician as he was an administrator. His 
sustained contact with clinical work -made him an 
exceedingly valuable colleague of the practitioners in 
the city, and also gave stimulus to his interest in research. 
His collaboration made advances in the diagnosis of 
smallpox possible, while his willing co-operation allowed 
of accurate information being obtained concerning some 
very puzzling aspects of the epidemiology of diphtheria. 
Of his achievements, that which gave him most solid 
satisfaction was, however, the marked reduction which 
took place in the infantile mortality rate in Dundee 


‘during his tenure of office. - 


When the National Health Service was instituted it 
was but natural that the Eastern Regional Hospital 
Board of Scotland should benefit from his wide experi- 
ence of clinical medicine, of hospital management, and 
of public health administration, and his sage counsel 
was as much appreciated by that body as it had been 
by the municipality. 

His service to medical education was no less notable 

than his contribution to public health. Appointed 
lecturer in public health in the school of medicine of 
the University of St. Andrews in 1918, he was re- 
sponsible as lecturer and as reader for instruction therein 
until 1951, when he was invited to become the first 
incumbent of the James Mackenzie Chair of Public 
Health and Social Medicine. Many generations of 
students have benefited from his lucid and logical 
teaching, while his academic colleagues were indebted 
to him for wise guidance on Faculty and or Senate. 
Possessed of the qualities of experience, judgment, 
patience, and tolerance, he was called upon to serve 
on many committees of national importance, and he 
was as unsparing of himself in performing work of this 
nature as he was in fulfilling his more obvious duties : 
for his services he was appointed C.B.E. in 1944. 

Of his attributes as a man, those which were perhaps 
most outstanding were his breadth of vision, his con- 
sideration of others—his staff was a happy family— 
and his kindness to all. The sympathy of those who 
had the good fortune to know him goes out in full 
measure to his widow and son.—W. J. T. 


ALISTER T. MACKENZIE, M.D., D.P.H. 


Dr. Alister T. Mackenzie, one of the pioneers of health 
education and physical education in Scotland, died at 
Glasgow on January 5 at the age of 70. 

A native of Alness, Ross-shire, Alister Thomas 
Mackenzie was born on June 27, 1883, and educated 
at Tain Royal Academy and Edinburgh University. 
When he entered the University he combined the work 
of two faculties—arts and medicine—and during the - 
next six years obtained concurrently the degrees of 
M.A. and M.B., Ch.B., besides devoting a consider- 
able amount of time to research. He held numerous 
bursaries and scholarships during his courses. Immedi- 
ately after graduating in 1907 he was awarded a Carnegie 
Research Scholarship and worked under the late Sir 
Thomas R. Fraser. In 1909 he proceeded to the degree 
of M.D., being awarded a, gold medal for his thesis. He 
was also awarded the Milner Fothergill Gold Medal in 
therapeutics and the Crichton Research Scholarship in 
Materia Medica and was appointed a research fellow 
of the University of Edinburgh. 
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After spending some time on the staff of the Edin- 
burgh City Fever Hospital, Dr. Mackenzie obtained the 
Cambridge D.P.H. in 1910 and in-the same year was 
appointed lecturer in anatomy and physiology in the 
Dunfermline College of Physical Education and 
Hygiene. This was the beginning of his lifelong 
interest in school medical work and in physical educa- 
tion, to which he brought not only his outstanding 
intellectual gifts but also the fruits of his visits to 
Norway and Sweden, where he had studied the work 
being done in those fields. In 1912 he was appointed 
principal medical officer to the Carnegie Trust and 
principal of the College of Physical Education. He 
continued to hold the two posts until 1931, although 
the College was taken over by the National Committee 
for the Training of Teachers in 1921. During the first 
world war he served as a major in the R.A.M.C. 

As medical officer to the Carnegie Trust, Dr. 
Mackenzie was responsible for initiating many activi- 
ties to do with children which we now regard as 
commonplace. He persuaded the Trust to found their 
well-known children’s holiday home at Bandrum. 
Medical inspection for schoolchildren, remedial clinics, 
a school for mothers, and a school for mentally defec- 
tive children were other aspects of work in Dunfermline 
owing their inception to Dr. Mackenzie’s enthusiasm 
and foresight. During his term of office as principal, 
the new college buildings and clinic were erected for 
the Scottish School of Physical Education in Dunferm- 
line, and a three-year course was developed for the 
training of men and women teachers of physical educa- 
tion. Because of this expansion of the school, the men 
students -.were moved to Jordanhill Training College, 
Glasgow, in 1931, .Dr. Mackenzie then became princi- 
pal medical officer of the Training College and held that 
office as well as acting as head of the Scottish School 
of Physical Education for Men until his retirement in 
1948. 

A man of wide culture, great personal charm, and a 
quick and acute mind, Dr. Mackenzie might well have 
secured a place in the world of medicine much more 
conspicuous than that obtainable in the somewhat re- 
stricted sphere of teacher-training. He chose his field 
deliberately, and many generations of Scottish teachers 
have cause to be glad of it. Clear, thorough, and up-to- 
date, his work was further distinguished by its wit and 
its crisp and polished style. In his particular field he 
had the satisfaction of finding his views and his methods 
securing an ever-widening approval. Men of the Scot- 
tish School of Physical Education and Hygiene are to 
be found to-day all over the English-speaking world. 
They have taken with them not only the fruits of his 
experience, his constant study, and his wisdom, but that 
interest in youth, that belief in their subject, and that 
readiness to test and adopt new ideas that were an 
integral part of his teaching. 

Dr. Mackenzie married in 1916 and leaves a widow 
and a son and daughter.—H. P. W. 


H. J. ROBINSON, M.R.CS. 


One of the oldest doctors in this country, if not the oldest, 
Dr. H. J. Robinson died at his home at Simonstone, near 
Burnley, Lancashire, on May-13, nine days before his 
102nd birthday. 

Henry James Robinson was born near Dudley Castle 
on May 22, 1852. After taking the Cambridge B.A., 


he became a Wesleyan minister and travelled in various 
circuits, chiefly in Yorkshire, before resigning from the 
ministry to become a medical student at Manchzster 
University. He qualified M.R.C.S., L.R.C.P. in 1893 
and set up in practice at Burnley, where he had lived for 
some years. He became medical officer to the Burnley 
Union Institution and later medical officer of health to 
the Burnlev Rural District Council, retaining the latter 
appointment until his 90th year. Dr. Robinson’s work 
as a general practitioner did not prevent him from 
taking a keen interest in the affairs of the Wesleyan 
Church, and his services were in demand as a local 
preacher. In the early years of this century he was an 
active member of the British Medical Association and 
represented his constituency at six Annual Representa- 
tive Meetings from 1912 to 1917. A familiar personality 
in Burnley and the district, his sympathetic understand- 
ing of people, his interest in social welfare work, and 
his influence for good in the life of the community 
made him many friends. His long life was remarkably 
free from illness, for at the age of 100 he could recall 
only an attack of rheumatic fever when he was 21 and a 
broken arm in 1951. ; 


Dr. F. J. Cut_p, formerly consulting surgeon to the Royal 
Hampshire County Hospital, Winchester, died at his home 
at Bournemouth, where he had been living in retirement, 
on April 28 at the age of 78. Francis Joseph Child was 
born on October 24, 1875, and was educated at Christ’s Col- 
lege, Cambridge, and at St. Thomas’s Hospital, where he 
gained the Sutton Sams memorial prize in gynaecology in 
1900. He obtained the degrees of M.B., B.Chir. in 1901, 
and proceeded to the M.D. four years later. After quali- 
fication he held a number of house appointments at 
St. Thomas’s Hospital, and then for a time was resident 
medical officer at St. Thomas’s Home. In 1905 he settled 
in general practice at Winchester, becoming also honorary 
surgeon to the Royal Hampshire County Hospital and 
medical officer to Winchester College. He retired from 
practice in 1929, when he went to live at Torquay. From 
1930 to 1934 he was resident at Bordighera, in Italy, and 
then returned to Torquay until 1937, when he moved to 
Bournemouth. The last months of his life were saddened 
by the loss of his eldest daughter, who died in September, 
1953. 


J. T. writes : A kind and gentle man and a good neigh- 
bour, Dr. F. J. Child was one of my chiefs at the Royal 
Hampshire County Hospital, where I worked with him until 
his retirement. His kindness and sympathy to his patients 
and his patience and forbearance with his juniors are 
among my chief recollections of him. His technique was 
scrupulous, and he was always willing to pass on his wealth 
of experience to those whom he taught. He was never in 
a hurry and was never known to be late for any hospital 
commitment. He always appeared to be pleased to be sum- 
moned to the hospital, whether it was early morning or 


' late at night; and his calm and deliberate assessment of 


any problem was a comfort to the patients and to his 
colleagues. Until he retired it was a common sight to see 
him on his bicycle at 8.30 a.m., going to pay his daily visit 
to Winchester College before the start of his ordinary day’s 
work, He was a man much beloved and universally re- 
spected, and there are many still living in the Winchester 
district who think of him with gratitude for his skill in 
their treatment and who will mourn his passing. I per- 
sonally look back with gratitude to him for what he taught 
me, not only in surgery, but in the better understanding of 
the individual patient and the assessment of his particular 
problems. 
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The recent death of Dr. Davip KINLEy, who was a general 
practitioner in Belfast, has removed a well-known person- 
ality from the medical profession in Northern Ireland. Born 
at Gilford, Co. Down, he was educated at Lurgan College, 
and then served in the first world war, losing a leg in 
Mesopotamia, On returning to civilian life, he entered 
Queen’s University, Belfast, as a medical student, and 
graduated M.B., B.Ch. in 1924. He then settled in general 
practice in the city, where he led a busy life for thirty years. 
During the air raids on Belfast in the last war his work for 
the casualty services was outstanding. 


Dr. R. ENGLISH writes : It was with deep regret that I 
learnt of the death of Dr. David Kinley (“ Davy” as he 
was known to a great number of the medical profession in 
Northern Ireland). I was closely associated with him, first 
in the City Hospital about thirty years ago, then subse- 
quently as a dispensary medical officer. It was in the 
changes which occurred in our status owing to the intro- 
duction in 1930 and 1948 of the various Health Acts which 
made Davy Kinley our leader. His knowledge of the 
various Acts of Parliament was phenomenal, and he was 
our backbone in the discussions with the Ministry of Health 
and Local Government. : He was outstanding as a man who 


would defend his friends and fight for any cause he thought 


was just. He conducted a very successful practice in the north 
of Belfast, and many of his patients, especially ex-Service 
men, have every reason to be grateful for his efforts on 
their behalf. David Kinley was a keen fisherman, and 
he and the wooden leg had many a tussle with a salmon 
on the banks of the Bush river in Co. Antrim. He also 
took a keen interest in Rugby football. Endowed by nature 
with a happy disposition, he. was always the life and soul 
of a party. He is survived by his widow and two sons, 
both of whom are undergraduates of his old university. 
To them the deepest sympathy is extended. 


Mr. L. G. Scoutar, who was senior ophthalmic surgeon 
at the Royal London Homoeopathic Hospital, died in Uni- 
versity College Hospital on May 4. Leslie Gemmill Scoular 
was born on February 4, 1901, and was educated at Glas- 
gow University, where he graduated M.B., Ch.B. in 1924. 
He took the D.O.M.S. of the English Royal Colleges in 
1934 and proceeded to the M.D. four years later. After 
graduation he held appointments in the ophthalmic depart- 
ments of various hospitals in London, later becoming senior 
house-surgeon at the Glasgow Eye Infirmary and ophthalmic 
house-surgeon at Hull Royal Infirmary, before finally 
settling in practice in London in 1931. Four years later he 
gave up general practice to become a consultant ophthal- 
mic surgeon, and in due course was appointed to the staff 
of the Royal London Homoeopathic Hospital, and, later, 
to the North Middlesex Hospital and Hornsey Central 
Hospital. Joining the R.A.F.V.R. a few months before the 
outbreak of war in 1939, he served until August, 1945, 
having attained the rank of wing commander. 


A.J. M. B. writes: The untimely death of Leslie G. Senter 
at the age of 53 has appalled an exceptionally wide circle of 
sorrowing friends. He had a genius for making lasting 
friendships, and was at his best when entertaining his friends. 
All who knew him will long remember his good looks and 
boisterous laugh, and his engaging way of bringing a party 
to life by making some deliberately provocative remark and 
then defending his thesis against all comers. His interests 
were protean, and included gardening, music, and golf. His 
reading covered a wide field, especially philosophical works. 
He was gifted, too, with an inventive faculty, and his descrip- 
tion of an improved undine to facilitate the work of nurses 
was published in the Journal of January 9 last. After six 
years of war service in the R.A.F. he resumed work in 
London, and, despite long hours of professional work, con- 
trived to find time for his numerous social and cultural 
activities, including the duties of honorary secretary of the 
Glasgow University Club of London. As ophthalmic sur- 
geon at the Royal London Homoeopathic Hospital, his skill 


and conscientiousness were known to all his colleagues, and 
his many patients had good cause to be grateful for his 
thoroughness, kindness, and consideration. All his friends 
mourn his loss and will wish to extend deep sympathy to his 
widow, sister, and brothers, 


Dr. Marcarer E. PEAKER, an assistant medical officer 
in the Middlesbrough school health service, died suddenly 
while on sick leave on April 27 at the age of 54. Born on 
July 16, 1899, the daughter of the late Mr. Frederick Peaker, 
a former president of the Institute of Journalists, Margaret 
Eveline Peaker was educated at Sydenham High School for 
Girls and at King’s College Hospital, qualifying M.R.C.S., 
L.R.C.P. in 1928. She held resident posts at the Sheffield 
Children’s Hospital and at the East Anglian Children’s 
Sanatorium, Nayland, near Colchester, and in 1932 she be- 
came a school medical inspector under the West Riding 
County Council, her work there being interrupted by ser- 
vice in the R.A.M.C. in the last war from 1942 to 1946. 
After demobilization she obtained the appointment at 
Middlesbrough. Dr. Peaker was a very capable school 
medical officer, being particularly keen on the social side of 
her work. Her sunny disposition and interest in each child 
made her popular with patients and staff alike. During the 
last few years of her life she had frequent illnesses, but 
she worked on with great fortitude almost to the end. 
A pleasant memory of a real lover of children is left with 
her colleagues and her friends. 


Medico-Legal 


DANGER TO WIFE’S HEALTH 


“ Deliberate failure of a husband suffering from tuberculosis 
to take precautions recommended for the protection of his 
family” was held by the Divorce Divisional Court on 
May 3 to constitute cruelty towards his wife. The appeal 
by Mr. P. N. Enticknap, of Hull, against the finding of 
the Hull stipendiary magistrate on August 14, 1953, that he 
had treated his wife with persistent cruelty, was dismissed. 
Mr. and Mrs, Enticknap were married in 1943. There were 
three children. 

Lord Merriman, giving judgment, said the wife complained 
of two acts of violence separated by 34 years—which it was 
impossible to characterize as persistent cruelty—together 
with acts of neglect in connexion with his disease. Mr. 
Enticknap was found to have tuberculosis in 1951 and was 
off work for six months. The disease became quiescent. 
but there was a further outbreak in September, 1952, which 
continued to the following April. The magistrate found thai. 
during the second period Mr. Enticknap “ persistently and 
flagrantly disregarded the precautions he had been en- 
joined to take, and in particular flouted the instructions 
as to the disposal of sputum.” Mr. Enticknap had beer 
informed that his disease was active and infectious and 
was told he should take precautions against the spread oi 
the infection—the use of a separate bedroom, the use of 
separate bed linen and crockery, and, particularly, safe- 
guards for the disposal of sputum. The wife repeatedly 
remonstrated with him, and these remonstrances later be- 
came of great frequency. The husband’s attitude, accord- 
ing to the wife, was that he would always agree on the 
surface, but in his actions he carried on in the same way. 

Two ‘of the children developed a tuberculous infection, his 
lordship added, and, though he was not saying that the hus- 
band infected either of them, it might be so. It was 
sufficient for the court to be satisfied that the husband knew 
that by his acts he was endangering the health of his 
family. His lordship had no hesitation in all the circum- 
stances in attributing such knowledge to the husband. It 
was said acts of omission could not be “aimed at” the 
victim, but, applying the test laid down as to what was 
meant by “ aimed at,” he found it was amply justified. “ If 
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I am asked whether the husband by his deliberate failure 
to take precautions in connexion with his tuberculosis can 
fairly:‘be said to have been guilty of conduct of such a 
character as to have caused danger to the bodily health of 
the wife or as to give rise to a reasonable apprehension 
of such danger—the relevant part of the test of. cruelty—I 
have no hesitation in answering that question in the affirm- 
ative,” Lord Merriman concluded. “The magistrate’s 
decision should be upheld.” 

Mr. Justice Barnard agreed in upholiing the finding of 
persistent cruelty. 

The appeal was accordingly dismissed. , 


Medical Notes in Parliament 


a 


Radioactivity Effluents 

The MARQUESS OF SALISBURY, who as Lord President of the 
Council will be the Minister responsible for the operation 
of the Atomic Energy Authority, had some comments to 
make on the disposal of radioactive effluents when he 
moved, on May 11, the second reading of the Bill authoriz- 
ing the establishment of the new authority. He said that 
the atomic energy project had ceased to be merely a vehicle 
for producing the atomic bomb and was on the way to 
becoming one of the country’s major industries, in terms 
of capital investment if not in numbers of employed. The 
widespread use of atomic energy was bringing with it a 
new problem—the disposal of radioactive effluent, whether 
in the form of gas discharged from chimney stacks, liquid 
passed from tanks, or contaminated solid material. The 
new authority would be subject to the general law on the 
disposal of industrial effluent, spread over a number of 
statutes, which had been framed to deal with many forms 
of chemical and noxious wastes. But the public and local 
authorities were not equipped to deal with the detection 
and sampling of waste of this type. The only authorities 
who possessed the necessary trained staff and equipment to 
watch the public interest in this vital matter were the 
Ministry of Housing and Local Government and the Minis- 
try of Agriculture and Fisheries. It was provided, therefore, 
that no waste should be discharged by the authority except 
in accordance with authorizations given by those Ministries, 
and the jurisdiction of other authorities was set aside. 


Medical Fees at Inquests 


The Coroners Bill was given a second reading in the 
House of Lords on May 11. Viscount BRIDGEMAN, who 
sponsored it, said the fees for medical witnesses in coroners’ 
courts were laid down in the Coroners’ Act of 1926, and 
allowed a maximum of only three guineas for medical 
evidence, which compared with the five guineas in the 
criminal courts prescribed in the regulations made by the 
Home Secretary in 1948. The time had come to standardize 
the regulations and the fees for witnesses, medical and lay, 
and the Bill gave power to the Home Secretary to prescribe 
fees by rule. The fees for special examinations ordered 
by coroners were authorized by an Act of 1887, under 
which the scales were fixed by local authorities and could 
be altered by them when necessary. The arrangement did 
not work too badly, and it was thought that these scales 
could well be left alone. Lord Lioyp, Under-Secretary, 
Home Office, told the House that the Home Secretary would 
consult the local authority associations, the L.C.C., the 
British Medical Association, and the Coroners’ Society on 
the scales of fees and allowances to be prescribed. 


Seeking a Substitute for Agene 


Lord HANKEyY asked the Government on May 11 whether 
a suitable. substitute had been found for we & in flour, 


and whether they could state an approximate date when 
its use could be abandoned, in accordance with the assur- 
ance given in June last year. Lord CARRINGTON, Parlia- 
mentary Secretary, Ministry of Agriculture, said that a sub- 
committee of an interdepartmental committee on medical 
and nutritional problems was considering the results of 
recent tests carried out by the Medical Research Council 
on methods of flour improvement. It was necessary to 
await its recommendations and the outcome of the dis- 
cussions with the interests concerned before a statement 
could be made. The Government had every intention of 
abandoning agene when a suitable substitute had been 
found, but it was desirable to make the most careful and 
elaborate inquiries before they accepted any substitute. 


Diphtheria and Whooping-cough Inoculation 

Lieut.-Col. BROMLEY-DAVENPORT (Knutsford, Con.) asked 
the Minister of Health whether he is aware of the dissatis- 
faction felt by Mr. Bradshaw about the treatment given to 
his child, who was suffering from speech deformity follow- 
ing the last of a series of four inoculations for diphtheria 
and whooping-cough. He said that, as Mr. Bradshaw could 
see no improvement in his child’s health following attend- 
ance at a public clinic, as such attendance affected the nerves 
of both mother and child, he sent her to a speech therapist 
with beneficial results ; and asked whether, in view of the 
special circumstances, he would make some payment to 
Mr. Bradshaw for the treatment the child was now receiving. 
Mr. MACcLeop replied that he had carefully examined the 
facts of this distressing case, but he did not consider the 
circumstances were such as would justify a contribution 
towards the cost of private treatment. Lieut.-Col. BROMLEY- 
DAVENPORT said that since he had put down his question 
he had received evidence from parents all over the country. 
One woman had three children out of four whose speech 
had been affected. Would the Minister consider an inquiry ? 
Mr. MACLEop said it was true that there was a minimal 
hazard attached to immunization, but it was equally true 
that in recent years it had done an enormous amount to 
lessen the incidence of these diseases, 

Lieut.-Col. BROMLEY-DAVENPORT said that two doctors 
had testified that they considered the defective speech of 
the child was due to the injections. Why should the parents 
have to pay because of what they and the doctors con- 
sidered to be the bad treatment of the Health Service ? 
Mr. MACLEop said he could not accept that statement. It 
was a possibility, but it was not certain, that the speech 
defect was due to the inoculations. He repeated an offer 
that had been made that if necessary the child should be 
given extra time, out of ordinary clinic hours, in the babies’ 
hospital. All the conditions of treatment were available for 
use within the Health Service. It was fair to say that 
the parents were dissatisfied with the amount of time that 
could be given to any one child, and therefore wanted to 
have private treatment outside the scheme, which they were 
quite entitled to do. 


Tuberculosis on Tyneside 


Mr. Epwarp SHort (Newcastle-upon-Tyne, Central, Lab.) 
asked the Minister of Health on May 13 if he would investi- 
gate the relationship between the incidence of tuberculosis 
on Tyneside and the pollution of the tidal part of the river. 
Mr. IAIN MACLEOD said he was advised that any such 
relationship was highly improbable. He was advised that 
of the one or two cases mentioned in the medical literature. 
there was only one on the north-east coast, in 1949, which 
might be linked with polluted water. 


Clean Bill.—Miss HornsBy-SMITH, Parliamentary Secretary, 
Ministry of Health, told Mr. Somervitte Hastincs (Barking, 
Lab.) on May 10 that'so far as she was aware no cases of illness 
due to the consumption of food produced in Britain which had 
been rendered unwholesome through the use of preservatives or 
insecticides had been reported during any of the past three years. 
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UNIVERSITY OF OXFORD 


The title of Clinical Lecturer in Neurosurgery in the University 
has been conferred on J. B. Pennybacker, M.D., F.R.C.S., for 
five years from the first day of Hilary Term, 1954. 
' Dr. T. P. S. Powell has been appointed University Demonstrator 
in Human Anatomy from August 1, 1954. to September 30. 1958. 

Michail Fischberg, M.A., has been reappointed to the John 
Wilfred Jenkinson Memorial Lectureship in Comparative and 
Experimental Embryology. 

In Congregation on February 27 the degree of D.M. was con- 
ferred on C. C. Kennedy. 

Dr. C. G. A. Thomas has been elected to a Radcliffe Travelling 
Fellowship. 

UNIVERSITY OF WALES 

{n Congregation on January .23 the following degrees were 
conferred : 

M.B., BCu.—F. S. Bayley, A. Cunningham, G. Davies, 
Sybil D. Grainger, D. T. James, E. J. A. B. James, S. Koziell, 
R. M. McLachlan, J. Rees, A. D. M. Smith, D. W. Watkins. 


UNIVERSITY OF BIRMINGHAM 


Professor J. Elkes has been appointed organizing secretary of 
the first International Neurochemical Symposium to be held at 
Magdalen College, Oxford, from July 13 to 17. 

Dr. Paul Younge, of the Free Hospital for Women, Boston, 
and of the Harvard Medical School, has been appointed Ingleby 
Lecturer for 1954. 

Dr. John Hardwicke has been appointed Lecturer in Experi- 
mental Pathology from December 1, 1953. 

In Congregation on December 18, 1953, the following degrees 
were conferred : 

M.D.—R. A. M. Case (with honours). 

Pu.D.—In the Faculty of Medicine: R. F. Wrighton. 

M.B., Cu.B.—A. R. M. Bateman, Mary Bennett, S. Blumenthal, 
Gillian M. Bradley, A. D. Breward, J. Coia, R. R. Dieffenthaller, 
B. G. Dudley, Hilary J. Evans, H. W. Fladee, O. C. Forbes, D. D. 
Foster, J. C. F. Healey, D. R. Knapp, Joyce B. H. Longmore, 
Jean M. MacDonald, N. T. McLaughlin, A. C. Marshall, J. W. 
Moss, J. G. Powell, P. M. Sullivan, J. Walker, Beryl E. Wallbank. 


ROYAL COLLEGE OF PHYSICIANS OF LONDON 


At a quarterly comitia of the College held on January 28, with 
the President, Sir Russell Brain, in the chair, Dr. N. G. Harris 
was reappointed the College representative on the council of 
the National Association for Mental Health, Dr. Janet Vaughan 
on the Advisory Board for Nursing Education of the Royal 
College of Nursing, and Dr. John Hay on the Court of the 
University of Liverpool. Sir Charles Symonds was appointed 
the College representative on the council of the National Fund 
for Poliomyelitis Research. 

The following candidates, having satisfied the Censors’ Board, 
were elected Members of the College: J. H. Angel, M.B., L. S. 
Basser, M.B., D W. Beaven, M.B., S. A. Biggart, M.B. (Captain, 
R.A.M.C.), C. C. Booth, M.B., L. A. G. Davidson, M.B., Nanette 
M. De Coek, M.B., D. S. P. Dickson, M.B., Joan Frankton, 
M.D., B. Goldberg, M.B., D. J. Gudex, M.B., A. Guz, M.B., 
Ah Leng Gwee, L.M.S., D. R. W. Haddock, M.D., Rosemary 
Hart, M.B., W. B. Hennessy, M.B., A. R. Kagan, M.B., M. J. 
Livera, M.B., C. M. Luke, M.B., B. R. B. Lumb, M.B., C. P. 
Newcombe, M.D., D. J. O’Sullivan, M.B., T. J. Parkinson, M.B., 
T. G. Paxon, M.B., J. W. Platt, B.M., J. D. Pollitt, M.B., Olive M. 
Riddle, M.B., F. C. Rose, M.B., T. Schlicht, M.B., M. D. Sopher, 
M.B., W. B. Thomson, M.D., D. W. Vere, M.B., R. A. D. 
Wigley, M.B., J. D. Williams, M.B., A. S. Willis, M.B., LI. A. F. 
Voung, M.B 

Licences to practise were conferred upon the following 101 
candidates (including 14 women)-who had passed the final ex- 
amination in Medicine, Surgery, and Midwifery of the Conjoint 
Board and who have complied with the by-laws of the College: 
M. R. Aldepson, P. L. R. Baker, R. C. Benians, J. Blagdon, 
J. W. Broks, A. M. Brown, H. M. Buckland, D. J. E. L. Carrick. 
K. C. Carstairs, A. P. Carter, L. A. Charkin, M. C. Clarke, 
A. C. M. Codd, R. Conroy, A. G. Cox, M. H. Day, A. N. J. De 
Soysa, D. Dodshon, J. S. Dudek, J. E. O. Dunwoody, J. P. 
Dymoke, H. Eaton, R. W. Edmonds, A. K. Edwards, D. A. M. 
Ellis, J. S. Farpies, Eva L. Fisch, E. R. Gibbons, A. E. R. Gibbs, 
D. A. Gill, A. C. Graham, W. P. Hadlow, M. A. Hargreaves, 
Ruth D’A. Hart, K. J. Hayes, H. S. Heap, J. E. Herbert, P. 
Hinds, Betty Holt, G. L. Howe, D. J. Hudson, J. S. Hughes, 
H. Jacobs, E. P. James, T. M. James, J. G. Jeffreys, A. McL. 


Keil, Barbara H. Kerley, A. Kirkbright, D. A. Lightley, A. F. M. 
Little, D. E. Longden, K. L. Lowings, M. F. Luke, B. N. 
McAdam, R_ F. McCormack, C. C. Mahase, A. G. Malleson, 
B. Martin-Smith, S. E. Mbanefo, M. G. Mifler, Mona D. 
Mulligan, Celia M. Oakley, D. B. A. Ofomata, R. H. V. 
Ollendorff, R. O. Ormerod, Mary G. Paine, E. G. Palmer, A. J. 
Pearson, E. J. K. Penikett, Aileen B. Ridout, M. S. Robertson, 
H. C. Rolfe, A. Rootstein, R. Rose, V. Roseverne, D. H. Rubens, 
D. G. Scott, J. R. Scott, Erwine M. Skeens, J. K. Snell, Froma 
Somerville, Helen F. Taylor, F. S. Terner, C. E. A. Thomas, J. W. 
Thomasson, J. G. Thomson, T. S. B. Thomson, M. J. Uglow, 
I. P. Vaughan, T. G. Wadsworth, L. Walker, Mirabel M. G. 
Walker, L. Weiss, H. A. Whitehouse, Marian A. Wilkinson, 
H. Wilson, Hazel M. Wilson, H. J. Wood, S. H. Wydell, W. V. 
Younger. 

Diplomas in Anaesthetics were granted, jointly with the Royal 
College of Surgeons of England, to I. R. Haire and to the other 
successful candidates whose names are printed below in the report 
of the meeting of the Royal College of Surgeons of England. 

Diplomas in Laryngology and Otology, in Psychological Medi- 
cine, in Tropical Medicine and Hygiene, in Industrial Health, 
in Pathology; in Child Health, and in Medical Radiodiagnosis 
were granted, jointly with the Royal College of Surgeons of 
England, to the successful candidates whose names are printed 
below in the report of the meeting of the Royal College of 
Surgeons of England. 

Diplomas in Public Health were granted, jointly with the Royal 
College of Surgeons of England, to the following successful can- 
didates: J: H. Bennett, D. M. Blomfield, L. H. Botha, P. L. G. 
Cole, J. W. Doupe, R. L. Goodey, R. Handy, J. Haworth, S. G. 
Lamb, H. G. Skinner, H. Stott, D. G. Vyas, D. J. Wilson. 


ROYAL COLLEGE OF SURGEONS OF ENGLAND 


At a meeting of the Council of the College held on January 14, 
with Sir Reginald Watson-Jones, Vice-President, in the chair, 
plans for the third and final phase of rebuilding the College were 
approved. 

Professor F. C. Wilkinson was admitted to the Council as an 
invited representative of dental surgery. 4 

Mr. R. G. Macbeth (Oxford) was elected to the Fellowship 
ad eundem. 

Professor M. A. Rushton (Guy’s Hospital) was appointed 
Charles Tomes Lecturer for 1954. 

A Leverhulme Research Scholarship was awarded to Dr. | 
A. A. G. Lewis (Middlesex Hospital). —- 

It was decided to institute a postgraduate diploma in ortho- 
dontics for duly qualified dental practitioners. 

Diplomas of Fellowship of the Faculty of Anaesthetists were 
granted to the following successful candidates: R. N. Sidebotham, 
P. W. Thompson, A. S. Adams, T. H. Christie, B. Bhattacharjee, 
J. R. Bryson, Y. G. Bhojraj, D. A. Chadwick, J. Lomaz, P. R. 
Mesham, T. W. Vanniasingham, Dorothy A. M. Carr, J. C. 
Clarke, V. B. Cook, R. S. Atkinson. — 

Diplomas were also awarded, jointly with the Royal College 
of Physicians of London, as follows: 

Diptoma 1n ANAgESTHETICS.—J. C. S. Ainley-Walker, R. J. 
Aspinall, A. R. M. O. Attar, Monica T. Barry. H. Beinart, R. A. 
Bennett, Y. G. Bhojraj, J. D. Bird, H. J. Birkhahn. J. Briffa, 
G. B. Burchell, Isobel J. D. Butters, P. C. Calvert, Dorothy B. 
Charlton, A. A. Collis, W. A. D. Combe, V. B. Cook, W. Vv. 
Cuschieri, N. C. Dalal, J. T. Davidson, K. W. Dodd, H. B. 
Dodwell, D. M. Downing, D. Duncalf, Diana M. Elkington, 
Bridget A. Evans, R. H. P. Fitzpatrick, A. F. Forbat, 
G. S. Fowler, Rosemary A. Fraser, Mary P. Gibson, 
R. S. Gillinson, M. W. Glossop, R. E. Graham, Jean M. 
Horton, D. G. Huntly, N. H. Jafry, B. Kay, A. S. McC. 
Lamont, D. M. Lewis, C. D. Linton, J. A. Little, J. W. McCloy, 
Kathleen M. M. McDougall, E. J. McInnes, Joan C. Main, 
D. D. B. Morris, T. M. Ness, P. J. Nobes, Kathleen M. O'Dea, 
T. G. Owen, Margaret J. Parbrook, J. A. R. Parker, S. Pramanik, 
S. D. Pratt, F.. S. Preston, Sonia A. Purdie, S. A. Rahaman, 
V. Rajagopalan, E. R. Reid, Stephanie Saville, D. A. §. Sichel, 
R. N. Sidebotham, J. Stewart, J. B. Stirling, S. F. Tessy, G. C: 
Thick, P. W. Thompson, T. W. Vanniasingham. T. J. V. Voss, 
Joan M. Waterfall, Barbara Watson, Barbara M. Webber, N. C. 
Welply. Janet B. Woodroffe. 

DIPLOMA IN LARYNGOLOGY AND Oro.ocy.—S. Ahmed, E. E. 
Bassey, M. M. Chawla, C. B. Cornish, G. Das, W. B. L. Downing, 
S. G. Elder, W. J. C. Fitzgerald, A. P. Fuller, D. R. Haynes,’ 
C. A. Holborow, G. P. Keshari, G. E. Mann, J. Morgan, A. Ww. 
Morrison, F. C. Nagle, P. A. O'Meara, A. Ray, K. N. Sabiel, 
M. Sharif, H. R. Smart, A. C. Smith, K. F. M. Thomson, A. F. 
Wadon, D. P. C. Williams, R. G. Williams, G. G. Rodriguez-Soto. 

DiPLoMa IN PsycHOLoaicaL Mepicine.—J. S. P. Abeyawardena, 
H. D. Beckett, M. F. Bethell, A. Brook, I. C. Church, B. W. 
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Davy, M. G. D. Davys, Cecile R. Doniger, Stefanie Felsenburg, 
N. Goldman, J. D. Haldane, T. H. Kaplan, R. R. Knowles, T. A. 
Lambo, Stephanie M. Leese, J. Newcombe, H. Rifkin, W. Rodger, 
D: C. V. § rt, W. H. Tait, B. B. Zeitlyn. 

IN TROPICAL MEDICINE AND HyaGiene.—A. W. Dukie, 
W. M. McCutcheon, R. N. Mitra, K. Saakwa-Mante, D. R. P. 
Suriapperuma, K. S. Tun, E. E. Vella. 

in Inpustriat HeattuH.—P. K. Bose, W. R. Brown, 
Patricia M. Elliott, B. Ghose, R. Malan, C. R. A. Martin, F. G. 
Neild, M. K. Qureshi-ul-Hashmi, T. Simpson, W. J. Smither. 

DiptomMa IN PatHoLocy.—P. B. Adamson, G. Aung, A. J. E. 
Brafield, P. W. Harvey, Phyllida M. M. Roberts, B. Ruebner, 
B. A. Woodger. 

Dirpcoma in Cui_p Heattu.—D. E. Williams. 

Diecoma IN Mepicat Rapiop1aGnosis.—J. D. Nelson. 


At a meeting of the Council of the College held on February 


11, with Sir Cecil Wakeley, President, in the chair, an Honorary 


Fellowship of the College was awarded to Professor Arthur 
Steindler, of Iowa City, U.S.A. 

A Moynihan Lectureship was awarded to Dr. Walter C. 
Mackenzie, of Edmonton, Alberta, Canada. 

Professor Merle D’Aubigné (Paris) was appointed Robert 
Jones Lecturer for 1954. 
en R. G. Macbeth (Oxford) was admitted as an ad eundem 

The Hallett Prize was awarded to Asitkumar Mitra (Calcutta). 

The Handcock Prize was awarded to Sheila C. Hay (Sheffield) 
and to Margaret S. Meyer (Royal Free). 

It was agreed to hold a Primary Fellowship. Examination in 
Colombo in November, 1954. 

Regulations were approved for the award of the Edridge-Green 
Lectureship in Ophthalmology. 

Diplomas of Membership of the College were granted to thc 
candidates whose names are printed in the report of the meeting 
of the Royal College of Physicians of London (p. 1217 of this 
Journal) as recipients of the L.R.C.P. 

Diplomas in Anaesthetics and in Public Health were granted, 
jointly with the Royal College of Physicians of London, to the 
successful candidates whose names are printed in the report of 
the meeting of the Royal College of Physicians of London 
(p. 1217 of this Journal). 


Vital Statistics 


Infectious Diseases 


The largest variations in the trends of infectious diseases 
in England and Wales during the week ending May 1 were 
decreases of 226 for measles, from 2,196 to 1,970, and 166 
for scarlet fever, from 789 to 623, and an increase of 100 
for whooping-cough, from 2,133 to 2,233. 

The largest fluctuations in the local trends of measles 
were falls of 86 in Cheshire, from 191 to 105, 66 in Lanca- 
shire, from 437 to 371, 62 in Yorkshire West Riding, from 


221 to £59, and 46 in Norfolk, from 372 to 326, and a rise 


of 85 in Durham, from 79 to 164. Only small variations 
in the number of notifications of whooping-cough were 
recorded in local trends. The only variation of note in 
the returns of scarlet fever was a decrease of 35 in the 
number of notifications in Essex from 67 to 32. 12 cases 
of diphtheria were notified, the same as in the preceding 
week. Half of the cases of diphtheria were notified in 
Lancashire. 

20 cases of acute poliomyelitis were notified. These were 
9 more for paralytic and 1 more for non-paralytic cases 
than in the preceding week. The largest returns were 3 
cases in Yorkshire West Riding and in Staffordshire (Can- 
nock U.D. 2) and 2 cases in London, Worcestershire, and 
Lancashire. 

759 cases of dysentery were notified, being 48 more than 
in the previous week. The largest returns were Lancashire 
143 (Blackpool C.B. 27, Denton U.D. 15, Liverpool C.B. 13, 
Salford C.B. 13), Yorkshire West Riding 120 (Sheffield C.B. 
27, Dewsbury C.B. 14, Leeds C.B. 13), London 108 (Isling- 
ton 30, Lewisham 12), Leicestershire 85 (Leicester C.B. 80), 
Cheshire 33 (Ellesmere Port U.D. 27), Devonshire 28 (Ply- 
mouth C.B. 19), Sussex 26 (Brighton C.B. 24), Glamorgan- 
shire 26 (Llwchwr U.D. 18), and Middlesex 20. 


. Graphs of Infectious Diseases 

The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. — 
Highest and lowest figures reported in each week during the 
nine years 1945-53 are shown thus --- ---- , the figures for 
1954 thus —————. Except for the curves showing notifica- 
tions in 1954, the graphs were prepared at the Department 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine. 


scure 
inf 
Highest 1945-53° 
‘ 
“ 
« 
2 
> 
i 
est 
st | 
1954 
ao 
= 
> 
= 
Lowest 1945-53 
w 
w 
< 
a2 
= 
> 
z 
OYSENTERY 
Highest 1945-53" 
w 
= 
=) 
=z 


Lowest, 1945-53 


4 8 2 6 20 24 2 32 36 40 44 48 52 
WEEKS 


Week Ending May 8 
The notifications of infectious diseases in England and 
Wales during the week included pneumonia 506, scarlet 
fever 719, whooping-cough 2,381, diphtheria 9, measles 1,734, 
dysentery 948, acute poliomyelitis 23, paratyphoid fever 13, 
and typhoid fever 2. 
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INFECTIOUS DISEASES AND VITAL STATISTICS 


‘Summary for British Isles for week ending May 1 


(No. 17) and corresponding week 1953. 


Figures of cases are for the countries shown and London administrative 


England and Wales (London London administrative county, the - 
and the 14 principal towns in Eire. 


A blank space denotes disease not notifiable or no return available. 


England and Wales, Scotland, N. Ireland, and Eire, the Ministry of Health 
and Local Government of N. Ireland, and the Department of Heaith of Eire. 


CASES 7 1954 1953 

Diphtheria... .. 12 3 13} 1 3 0} 1: 
Dysentery .. | 759} 108 280] 3} 3} 34 2| 1 
Encephalitis, acute 3} 2 7 
Typhoid 1 

Paratyphoid 3 11@)} 
Food-poisoning . 112} 13 86, 15 0} 
Infective enteritis or 

diarrhoea under 

2 years 15] 17 24) 20 
Measles® .. | 1,970) 72| 212) 87 10,752] 419] 427] 336| 203 
2s 17 32 12 3 

thaimia | 
38 3) 12|° 29) 3] 19 
Pnenmoniat 39| 144 5| 1] 28| 212) 7] 2 
Poliomyelitis, acute 

Puerperal fevers .. | 222} 14) 226] 30) 16) 1) 
Scarlet fever 623} 40| 136] 27] 39] 1,139 180] 52) 75 
Tuberculosis : 

Respiratory 194 
Whooping-cough .. | 2,233| 402| 29| 3,373] 239] 452] 120 

1954 1953 

; 
in Great Towns | 

Diphtheria... 0| 0} 0} 0 
Encephalitis, acute 0} 0} 0 
Enteric fever 0} 0} 
enteritis ox 
2 years 9 4 of 2| 3 
Measles... 1 1 
Pneumonia 194} 28} 23) 15 203} 34) 22] 2 
Poliomyelitis, acute 1 1 0 
Scarlet fever 0} 0} 0 
Tuberculosis : 
Whooping-cough 1 1 2; Oo} oO 
Deaths 0-1 year .. | 23) 10} 202) 28| 11} 10 
5,270] was 702| 148 189] 5,047 562| 98] 171 
LIVE BIRTHS .. | 8,26°|1229|1039| 247] 440] 7,849|1125' 929| 243| 375 
STILLBIRTHS .. 39 | 27] 33| 


* Measles not notifiable in Scotland, whence returns are approximate. 
t Includes primary and influenzal pneumonia. 


Medical News 


Honorary Degrees at Annual Meeting.—During the Annual 
Meeting of the B.M.A. in Glasgow this year the University 
of Glasgow will confer the honorary degree of Doctor of 
Laws on the following distinguished medical men: Sir 
Andrew Davidson, formerly Chief Medical Officer of the 
Department of Health for Scotland; Dr. J. B. Miller, a 
Vice-president of the B.M.A. and former chairman of the 
Representative Body ; ; Mr. J. W. Tudor Thomas, President 
of the B.M.A. in 1953-4; and Sir Lionel Whitby, Presi- 
dent of the B.M.A. in 1948-9. The degrees wilh be con- 
ferred at a special ceremony on July 8. 


Surgeons Honoured.—The Princess Royal, Chancellor of 
Leeds University, on May 14 conferred the honorary degree 
of doctor of laws on Sir Cecil Wakeley, P.R.C.S., and 
Professor Evarts A. Graham, chairman of the board of 
regents of the American College of Surgeons. They were 
attending the conference held last week of the Association 
of Surgeons of Great Britain and Ireland. On the ‘same day 
Mr. Philip Allison, thoracic surgeon of Leeds United Hos- 
pitals, and Professor Digby Chamberlain, of Leeds Univer- 
sity, were made honorary fellows of the American College 
of Surgeons. Professor A. Blalock gave the Moynihan 
Lecture at Leeds University. 


Surgeons at Edinburgh.—A reception was held on May 11 
at the Royal College of Surgeons of Edinburgh in honour 
of Fellows of the American College of Surgeons attending 
meetings in Edinburgh. The President, Professor Walter 
Mercer, presided over a large audience including the Lord 
and Lady Provost of the City of Edinburgh. The proceed- 
ings were opened by the Very Reverend Dr. C. L. Warr,. 
Dean of the Thistle and Chapel Royal and Chaplain to the 


’ Royal College of Surgeons, who read the prayer of the 


College attributed to John Knox. Dr. Alfred Blalock, Dr. 
Evarts A. Graham, Dr. Henry W. Cave, and Dr. Frederick 
A. Coller were admitted honorary Fellows of the College. 
After Dr. Blalock had replied on behalf of the new hono- 
rary Fellows, Professor Mercer was admitted to the hono- 
rary Fellowship of the American College of Surgeons. 


Chelsea Clinical Society——The Chelsea Clinical Society 
has a well-earned reputation for a high standard of after- 
dinner speaking. As the retiring president, Dr. J. Nigel 
Loring, said at the annual dinner last week, it is a charac- 
teristic of the Society to correlate medical interests with 
other human activities, and he referred to some of the 
successful and well-attended meetings of the past session. 
The toast to the Society was proposed by Sir Terence 
Nugent, Comptroller of the Lord Chamberlain’s Office, 
who was entertaining, and reassuring, about the censor- 
ship of stage shows. Mr. S. H. Wass proposed the health 
of the guests in a lively and epigrammatic speech. In reply 
His Honour Judge J. B. Blagden showed that the legal pro- 
fession is capable of taking an even gloomier view of man- 
kind than the medical profession; and it was left to Sir 
Heneage Ogilvie to cheer the company up with some excel- 
lent stories. At the end of the dinner Dr. Loring trans- 
ferred his badge of office to the new president, Mr. Victor H. 
Riddell. 


Harveian Society of London.—The Buckston-Browne- 
Gray-Hill dinner was held at the Charing Cross Hotel on 
May 12, with the president, Dr. R. Cove-Smith, in the 
chair. In speaking to the toast of the Harveian Society 
of London the Bishop of Willesden deplored the diminish- 
ing sense of personal responsibility in modern society : 
without a feeling of intimate concern for one another, all 
that the Welfare State was trying to achieve would be 
doomed to failure. In reply Dr. Cove-Smith mentioned 
the .various activities of the Society designed to honour 
the memory of William Harvey, and referred particularly 
to the successful efforts of the present Mayor of Folkestone 
to inaugurate in that town, Harvey’s birthplace, an annual 
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ceremony of remembrance. The Society had endowed 
a prize at the Harvey Grammar School of Folkestone— 
founded by Harvey’s nephew with money left by Harvey— 
for original research in any subject carried out by a pupil 
of the school. Dr. Cove-Smith underlined the Bishop of 
Willesden’s remarks about personal responsibility, an ideal 
which the learned societies could do much to foster. The 
profession’s future, he added, was in a poor state if the 
possession of higher degrees reduced the chances of a young 
doctor getting into general practice. This attitude of mind 
must be challenged and the better qualification of the doctor 
be encouraged rather than discouraged. The health of the 
guests was proposed by Dr. D. G. H. Sylvester, and the 
Mayor of Folkestone, Alderman J. Moncrieff, unabashed at 
having to stand in at a moment's notice for Sir William 
Wavell Wakefield, made an urbane and entertaining reply. 
Mr. C. Hamblen Thomas also replied for the guests. 


Obstetrics Prizes——-The Royal College of Obstetricians 
and Gynaecologists offers the following: the appointment 
of one or more William Blair-Bell Memorial lecturers 
(honorarium 20 guineas); Green-Armytage Short-term 
Travelling Scholarship (value £75); Bernhard Baron 
Travelling Scholarship (value £500); Edgar-Gentilli Re- 
search Scholarship in the form of grants or research fellow- 
ships (£850 per annum); Leverhulme Scholarships (value 
up to £500 per\annum); prize of £50 for the best original 
work on “Methods for improving the results of forceps 
delivery.” Entries for the last and applications for the 
others (or recommendations for the first) must reach the 
honorary secretary of the College before September 1. Full 
details should be obtained from him at 58, Queen Anne 
Street, London, W.1. 


W.H.O.’s New President.—Saying that W.H.O. was the 
first world-wide organization to elect “a true African as 
its president,” Dr. J. N. Togba, on behalf of Liberia and 
all Africans, expressed his gratitude for the honour placed 
on him. He added that in W.H.O. “the concept of demo- 
cracy is being translated into action without regard to size 
or development of a country, race, colour, or creed.” 


London University.—Dr. R. B. Lucas has been appointed 
professor of oral pathology in respect of his post at the 
Royal Dental Hospital of London School of Dental Surgery. 
Dr. F. T. G. Prunty has been appointed professor of chemi- 
cal pathology in fespect of his post at St. Thomas’s Hospital 
Medical School. Dr. R. A. Kekwick, D.Sc., has been ap- 
pointed reader in chemical biophysics in respect of his post 
at the Lister Institute of Preventive Medicine. 


Birmingham University.—Professor H. L. Saha, of Cal- 
cutta University, and Dr. Bernard Shaw have been made 
University Research Fellows in medicine and pharmaco- 
logy respectively during the tenure of their posts at the 
University. 

Edinburgh University—Dr. G. J. Romanes has been 
appointed professor of anatomy in succession to Professor 
J. C. Brash, and Dr. G. L. Montgomery has been appointed 
professor of pathology in succession to Professor A. M. 
Drennan. 

New Zealand Honour.—Professor W. E. Le Gros Clark, 
of Oxford University, has been elected an honorary member 
of the Royal Society of New Zealand. 

Beit Memorial Fellowships.—Professor T. R. Elliott, 
F.R.S., has resigned from the board of trustees after 19 
years’ service, and his place has been filled by Sir Alan 
Drury, F.R.S. The following elections have been made to 
Junior Fellowships (£630 a year): Dr. R. G. Tucker, to 
investigate the action of divalent metals on the multiplica- 
tion of bacteriophage, at the Sir William Dunn School of 
Pathology, University of Oxford; Dr. D. S. H. W. Nicol, 
to study the chemistry and pharmacology of peptide frac- 
tions of insulin, at the Dunn Institute of Biochemistry, 
University of Cambridge; Mr. B. T. Donovan, B.Sc., to 
study the hypothalamic control of the secretions of anterior 
pituitary hormones, at the Daiversity of London Institute of 


Psychiatry. 


COMING EVENTS 


Newcastle-upon-Tyne Consultants and Specialists.—A 
meeting of the Consultants and Specialists Committee. 
Newcastle-upon-Tyne Region, will be held in the New Lec- 
ture Theatre, Royal Victoria Infirmary, Newcastle-upon- 
Tyne, on Monday, May 24, at 8.30 p.m. Mr. John Pringk 
(Public Relations Officer of the British Medical Association) 
will address the meeting on “ Public Opinion and the Hose- 
pital Medical Service.” The meeting is open to consultants. 
S.H.M.O.s, registrars, and other hospital medical staff in the 
region. 

Atomic Energy.—Members of the B.M.A. are invited to 
apply for tickets for a reception to be held by the Institute 
of Atomic Information for the Layman at the Roya! 
Society of Arts, Adelphi, London, W.C., on Saturday, 
May 29, 8 to 10.30 p.m., when Lord Hore-Belisha will oper 
the proceedings. Dr. J. Cranston, D.Sc., will speak on “ The 
Discovery of Isotopes” and Professor F. Soddy, F.R.S., 
will give a demonstration. Details from Major Howorth. 
55, Park Lane, London, W.1. 


Florence Nightingale Centenary Concert.—The United 
Hospitals Festival Choir, with the London Symphony 
Orchestra, will give a concert with distinguished soloists. 
including Dame Myra Hess, at the Royal Albert Hall oz 
June 3 at 7.30 p.m. The concert is in aid of the Nationa) 
Florence Nightingale Memorial Fund. Tickets from the 
box office and the usual agents. 


Polish Medical Association in Great Britain —The annua! 
meeting will be held at the White Eagle Club. 2, Alber: 
Gate, Knightsbridge, London, S.W.1, on June 5 and 6 
Further information may be obtained from the honorary 
secretary of the association, 14, Collingham Gardens, 
London, S.W.5. 


The Diabetic Association.—The Banting Memorial Lec- 
ture and Scientific Meeting will be held at University College 
Hospital Medical School, London, W.C.1, on July 16 and 
17. Scientific contributions are invited. Dr. K. Hallas- 
M@ller, of Denmark, will deliver the Banting memorial lec- 
ture on July 16 at 2.30 p.m. He will speak on the new 
insulins. Further information may be obtained from the 
Diabetic Association, 152, Harley Street, London, W.1. 


SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked e 
Application should be mage first to the institution concerned. 


Monday, May 24 

LONDON SCHOOL OF HYGIENE AND TROPICAL MEDICINE.—5.15 p.m., News- 
holme Lecture by Professor W. M. Frazer: State Medicine in the Nine- 
teenth Century—The Industrial Era. 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—4 p.m., Dr. A. C. Dorn- 
horst: Respiratory Function in Failure. 


Tuesday, May 25 

INSTITUTE OF DERMATOLOGY.—5.30 am. Dr. F. R. Bettley: Eczema-asthma 
Syndrome 

@institute oF p.m., Dr. D. McAlpine: Intracranial 
Hypertension and Hypotension. 

@INstiTuTE OF OssTETRICS AND GyNaECOLOGy.—At Hammersmith Hospital 
3 p.m., Professor J. Louw (Capetown): Constriction Ring Dystocia. 
LONDON ScHOOL OF HYGIENE AND TROPICAL MEDICINE.—5.15 p.m., News. 
holme Lecture by Professor W. M. Frazer: State Medicine in the Nine- 

teenth Century—The State and Medical Research. 

Royat Society OF ARTS: COMMONWEALTH SECTION.—S.15 pm., Six 
Leonard Rogers, F.R.S.: Progress Towards the Eradication of Leprosy 
from the British Commonwealth. (Illustrated by lantern slides.) 

Royal STATISTICAL Society: STUDY CIRCLE ON MEDICAL STATISTICS.—At 
Westminster Medical School, 5.45 p.m.. annual general meeting. Debate. 
This House Welcomes the Growing Influence of Statistics in all Branches 
ef Medicine. Proposer, Dr R. A. J. Asher’; Opposer, Mr. R. S. Murley. 

Senate House.—5.30 p.m., Special University Lecture by Air Marshal Sir 
Harold Whittingham: Medical Science and Problems of Flying. 

WRIGHT-FLEMING INSTITUTE OF MICROBIOLOGY.—S p.m., Almroth Wright 
Lecture by Professor G. Payling Wright: Recent Studies on Tetanus. 


Wednesday, May 26 

EuGenics Society.—At Royal Society, 5.30 p.m.. ‘eve Simon of Wythen- 
shawe: Some Aspects of World Population and Food Resources. 

INSTITUTE OF DERMATOLOGY.—5 30 p.m., Miss B. M. Partridge: Mycology— 
Diagnosis of Ringworm Infections. 

INSTITUTE Of ORTHOPAEDICS.— At 234. Great Portland Street. W., 8 p.m., 
Senior Chknical Conference with Mr. M. Pilcher: Preventive Tendon 
Transplantation in Poliomyelitis. 

LiverPooL MEDICAL Liverpool Royal Southern Hospital. 
Dr. G. W. Bamber: demonstration of dermatological cases. 

LONDON SCHOOL OF HYGIENE AND TROPICAL MEDICINE.—5.15 p.m., News 
holme Lecture by Professor W. M. Frazer: State Medicine in the Nine 
teenth Ceniury—State Hospital Policy. 
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Lonpon UNIversITy.—At King’s College, Strand, W.C., 5.15 p.m., Special 
University Lecture in Physiology by Professor C. J. Wiggers (Ohio, 
U.S.A.): Basic Studies on Ventricular Fibrillation and Defibrillation. 

PHARMACEUTICAL SOCIETY: DARTFORD AND DISTRICT BRANCH.—At the 
Wellcome Club, High Street, Dartford, 8 p.m., Dr. F. E. Camps: What 
Shall We Do with the Barbiturates ? 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—2 p.m., Dr. A. C. Thackray: 
Pathological Conditions in the Salivary Glands. 

Roya COLLEGE OF SURGEONS OF ENGEAND.—3.45 p.m., Arnott Demonstra- 
tion by Dr. D. R. Haynes: Relations of the Facial Nerve in the Tem- 


poral Bone. 
Roya Eye Hospitat.—5.30 p.m., Mr. G. C. Pritchard: Visual Fields (1). 
St. Mary’s Hospital MEDICAL SCHOOL.—At Wright-Fleming Theatre, 
5 p.m., Dr. E. A. Bennet: Lecture-demonstration in psychiatry. 


Thursday, May 27 

CAMBRIDGE MEDICAL SOCIETY.—8.30 p.m., B.M.A. Sessios by Dr. F. E. 
Camps: Disposal of the Body. 

HonyMaN GILLESPIE Lecrure.—At University New Buildings, Edinburgh, 
5 p.m., Dr. J. Ralston Paterson: Some Radio-sensitive Tumours. 

INSTITUTE OF DERMATOLOGY.—S5.30 p.m., Dr. J. O. Oliver: Inflammation. 

@INstITUTE OF NEUROLOGY.—5.30 p.m., Mr. Wylie McKissock: Sepsis 
and Other Complications of Fractured Skull. 

Royat Socrety.—4.30 p.m., Croonian Lecture by Sir Howard Florey, 
F.R.S.: Mucins and the Protection of the Body. 

Sr. ANDREWS UNIVERSITY.—At Physiology Department, Dundee, 5 p.m., 
Dr. J. E. Caughey (Dunedin, N.Z.): Some Aspects in the Treatment of 
Acute Poliomyelitis. 

St. GrorGce’s HospitaL MEDICAL SCHOOL.—5 p.m., psychiatry demonstra- 
tion by Dr. D. Curran. 

SENATE House.—5.30 p.m., Special University Lecture by ‘Air Marshal Sir 
Harold Whittingham: Air Transport of Sick and Wounded. 


Friday, May 28 

BELMONT Hospirat, Sutton, Surrey.—3 p.m., Dr. M. N. Pai: demonstra- 
tion of psychiatric treatment. 

BIRMINGHAM MEDICAL INSTITUTE: SECTION OF PSYCHIATRY.—At St. George’s 
Hospital, Stafford, 4 p.m., subject: Surgery in Psychiatric Disorders. 

ee OF DERMATOLOGY.—5.30 p.m., clinical demonstration by Dr. 
P. J. Hare: Necrobiosis Lipoidica and Granuloma Annulare. 

INSTITUTE OF LARYNGOLOGY AND OTOLoGy.—3.30 p.m., Mr. Wallace Black: 
Ulcers of the Mouth and Pharynx. 

@INsTITUTE OF OBSTETRICS AND GYNAECOLOGY.—At Queen Charlotte’s Hos- 
pital, 2 p.m., Professor J. Louw (Capetown): Diabetes in Pregnancy. 

LONDON UNIVERSITY.—At Physiology Theatre, University 
5.30 p.m., special university lecture in psychology by Professor B. R. 
Fisher, Ph.D. (Wisconsin): Study of the “* Projection’’ of Attitudes 
Towards Social Groups. 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—2 p.m., Professor G. A. G: 
Mitchell: Innervation of Blood Vessels. 4 p.m., Dr. I. C. Gilliland: 
Diabetic Control and Allied Disorders. 

. Mary’s Hospitat MeEpicat ScHOoL.—At Theatre, 
5 p.m., Sir William Gilliatt: Minor Disturbances of — 


Saturday, May 29 
@INsTITUTE OF OBSTETRICS AND GyYNAECCLOGY.—At Chelsea Hospital for 
Women, 11 a.m., Professor J. Louw (Capetown): Enterocoele. 


APPOINTMENTS 


Rocers, W. J. BLacHForD, M.B., B.Chir., M.R.C.P., D.P.M., Whole- 
time Consultant Child Psychiatrist, Crichton Royal, Dumfries 

SOMERVILLE, W., M.D., M.R.C.P., Consultant Assistant Physician to 
Department of Cardiology, Middlesex "Hospital, London, W. 

TaGGarT, James, MCA., M.B., B. D.P.H., D.P.A., Deputy Medical 
— of Health and Deputy Port Medical Officer, County Borough of 

‘ast. 

Watton, H. C. M., M.B., B.Ch., Lieutenant-Colonel, R.A.M.C., Con- 

sultant Pathologist, Glantawe H.M.C., Swansea, Glamorgan. 


BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 

Bowker.—On March 19, 1954, in Lisbon, Portugal, to Margaret (formerly 
Lyon), M.R.C.S., L.R.C.P., wife of Dr. Colin M. Bowker, a brother for 
Elspeth Andrew—David. 

Brown. May 7, 1954, at King’s College Hospital, London, S.E., to 
Jean, wife of Dr. R. J. K. Brown, a daughter. 

Frain-Bell.—On May 10, 1954, at Cardiff, to Dr. Catherine Frain-Bell 
(formerly Sharp), wife of Dr. W. Frain-Bell, a daughter. 

Harrison.—On May 11, 1954, to Mary (formerly Marryat), wife of Kent 
Harrison, F.R.C.S., a son. 

Maclure.—On April 15, 1954, at Bromhead Maternity Home, Lincoln, to 
Nancy (formerly Macfarlane), M.B., Ch.B., wife of Dr. W. Alastair 
Maclure, a son—Alexander Graeme. 

—On May 1, 1954, at Stroud, Seen, Diana (formerly 

Mould), S.R.N., wife of Dr. G. C. Mathers, a sister for Richard—Gillian 


Diana. 
Maulhern.—An April 30, 1954, at the Queen Elizabeth Hospital, Birmingham, 
to Ruth (formerly Heller), L.D.S., wife of Dr. P. H. Mulhern, a daughter. 


MARRIAGES 
Batty Shaw— Heckels.—On May 7, 1954, at Epsom, Anthony Batty Shaw, 
D.M., to Patricia Heckels. 
Fletcher—. 22, 1954, at St. Andrews Church, Aylestone, 


Astii.—On April 
Leicester, Ronald Frank Fletcher, M.B., Ch.B., of Bromsgrove, Worcs, 
to June Margaret Astill, M.B., Ch.B., of Leicester. 


DEATHS 


Anderson.—On April 11, 1954, James George Anderson, 
M.B., Ch.B., D.P.H., of “ Kilrenny,”’ Abbots Grange Road, Grange- 
mouth, Stirlingshire. 


February, 1954, Herbert Claude Asouty, M.R.C.S., 
L.R.C.P., L.D.S., of 37, Crossways, Sutton, Surrey, and 92, Harley 
Street, London, w., aged 5' 

Coates.—On April 10, 1954, C.B., one. M.B., 


Coates, 

B.S., Major-General, A.MS., late R.A.M.C., retired, of 1 . Metropole 
Court, Folkestone, Kent, aged 74. 

Donetan.—On April 10, 1984, at ‘a Foxrock, Co. Dublin, John O’Conor 
Donelan, L.R.C.P.&S.I. & L.M 


Any Questions ? 


Correspondents should give their names and addresses (net 
for publication) and include all relevant details in ther 
questions, which should be typed. We publish here a selec- 
tion of those questions and answers which seem to be of 
general interest. 


Liability of Diabetics to Peptic Ulceration 
Q.—Is there .any evidence that diabetics suffer frori 
peptic ulceration less frequently than others ? 


A.—Clinical impression strongly suggests that peptic ulcer. 
particularly duodenal ulcer, is less common among diabetics 
than among the general population.. Wilder’ found an inci- 
dence of 2.3% among 2,584 diabetics during 1935-47, when 
the incidence of peptic ulcer in other patients at the Mayo 
Clinic was 3.5%. Joslin? found peptic ulcer only rarely 
among his diabetic population. Dibold’ was able to find 
only seven peptic ulcers in 800 diabetics, Landé* 10 peptic 
ulcers in 2,000 diabetics, and Rothenberg and Teicher’ 
found an incidence of ulcer of 1.49% in 130,500 general 
admissions, while in 3,525 diabetic admissions only 0.25% 
suffered from ulcer. Portis and Jaffé,* in discussing the 
post-mortem findings in 339 peptic ulcer cases, mentioned 
that only one of the patients had diabetes. 

It is interesting to note that Marple’ found that the inci- 
dence of achlorhydria was 32.8% in 399 diabetics. The 
usual incidence of achlorhydria in patients above 40 years 
is 10 to 15%. A proper comparison really needs to be made 
by age and sex groups. Muir* found that raising the — 
sugar depressed the gastric acidity response. 


1 Mellitus and Hyperinsulinism, 1940. w. B. Saunderu 
2 Treatment of Detewe Mellitus, 1933. Lea and Febiger, Philadelphia. 
3 Med. Klin., 1933, 1606. 

Klin. Wschr., 10, 359. 

5 Amer. J. dig. Dis., 1938, 5, 663. 

© J. Amer. med. Ass., 1938, 110, 6. 

® Quart. J. Med., 1949, 18, 235. 


Industrial Dermatitis and Chloronaphthalene Wax 


Q.—What treatment is advised for cases of industriai 
dermatitis? How may one due to a naphthalene-based wax 
(used in chromium plating) be prevented ? 

A.—Industrial dermatitis is not a clinical entity. The 
majority of cases diagnosed as industrial dermatitis are duc 
to primary irritation from the various materials encountered, 
such as acids, alkalis, solvents, etc., and the basic principle 
of treatment is to protect the inflamed skin from further 
damage. For such conditions the use of a bland application 
such as calamine lotion in the early stages is important. It 
is very easy to produce exacerbations by the use of strong 
ointments. Usually the patient may remain at work pro- 
vided adequate cover and protective clothing are available, 
but this decision should be based upon the severity of the 
eruption and the nature of the job. Infection of the lesions 
should be avoided by the use of sterile materials and a good 
dressing technique. The use of antibiotic creams (such as 
penicillin cream 500 units per gramme) is indicated in the 
presence of infection. The risks of sensitization to anti- 
biotics, however, make it desirable for these drugs to be used 
under specialist guidance. In the later stages, when drying 
and fissuring tend to occur, oily applications are desirable. 
Suitable preparations are : zinc paste and olive oil in equal 
parts or calamine compound cream (B.P.C.). The questioner 
will find further information in the appropriate chapters 
of Schwartz, Tulipan, and Peck," and in the paper by Squire. 
Cruickshank, and Topley.” 

_ The naphthalene-based wax to which reference is made is 
probably a chlorinated compound, chloronaphthalene. This 
is sometimes used for “ stopping-up” in the electroplating 
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process. “Stopping-up” refers to the covering of areas of 
metal with an insulating wax when it is desired to prevent 
deposition of chromium on these parts. 

The chlorinated naphthalenes are very apt to produce 
comedones and acne. These comedones and acne-like 
lesions may be distinguished histologically from acne vul- 
garis. As under some circumstances systemic poisoning 
from these substances has been reported,’ considerable care 
is required in their handling. 

The use of chlorinated naphthalenes in the electroplating 
process is not widespread and many plants function effi- 
ciently using a non-irritating, paraffin-type wax. It would 
therefore be worth finding out whether the former sub- 
stances are really necessary : to change the type of wax 
would solve the problem. Should this be impossible, special 
attention should be paid to the cleanliness of the plant and 
to the clothing of the people handling the wax. Clean over- 
alls with long sleeves and gloves should be provided. These 
should be changed every day, and there should be double 
lockers for each worker. Adequate changing and washing 
facilities are necessary. Periodic inspection for lesions is 
essential. The ease with which these substances cause acne 
makes it important that all the means of preventive medicine 
should be employed. 


of the Skin, 1947, 2nd ed. Philadelphia. 


Diseases 
med. Bull., 1950, 7, 28. 


Water Softener for a Sterilizer 


Q.—/ sterilize my glass and metal syringes by boiling 
them in a saucepan. The deposit from the hard water is 
spoiling them. Can you advise a suitable substance for 
softening the water? 

A.—The water should be made slightly alkaline and a 
small quantity of sodium -hexametaphosphate (“ calgon”) 
added. From 1 in 100,000 to 1 in 50,000 usually suffices, 
but more may be added if necessary, as the substance is 
harmless. 


Is it a True 24-hour Specimen ? 


.—Does the estimation of the total creatinine content 
of a supposed 24-hour collection of urine provide a reason- 
able check on the completeness of the collection? Is the 
urinary output of creatinine influenced by diet or disease ? 


A.—The urinary excretion of creatinine in normal people 
is almost constant for the individual, being related to the 
body weight, and more particularly to the muscle content 
of the body, and is therefore regarded as a useful check 
on the accuracy of a 24-hour collection of urine. 

It is not influenced by a change in the protein of the diet 
unless creatinine or creatine be included in such diet. In 
disease it is the creatine,content of the urine that is generally 
increased, usually with a corresponding decrease in the 
creatinine. This will occur in all wasting diseases and 
, Starvation, and is particularly marked in the muscular 
dystrophies, where the creatine reaches its highest levels 
but the total creatinine + creatine remains relatively con- 
stant at least for some time. 


Bone Regeneration after Mastoidectomy and Antrostomy 

Q.—To what extent does bone regeneration occur in the 
temporal bone after a mastoidectomy, and in the lateral wall 
of the nose after an antrostomy? What are the factors 
which control regeneration ? 


A.—After a mastoidectomy a layer of new bone may 
form subperiosteally, closing over the cavity made in the 
substance of the mastoid process. After a cortical mastoid- 
ectomy this is concentric and has a central opening ; where 
the posterior osseous wall has been removed the layer of 
bone forms eccentrically and leaves a dehiscence over the 
aditus and even the antrum. The bone does not intrude on 
the cavity.. Bone reformation occurs mostly in children and 
adolescents, especially if there is residual or recurrent sepsis. 


After antrostomy, a certain amount of new bone forma- 
tion occurs around the edges of the opening made between 
the antrum and the inferior meatus of the nose, and if small 
fragments of bone are left adherent to the mucous mem- 
brane of either nose or antrum the new bone formation is 
more likely to occur. This is also more likely to occur in 
children and where there is persistent infection. The bone 
formation causes progressive narrowing of the opening until 
it may become completely closed, and the thin layer of 
bone separating the two cavities may be replaced by a 
thicker and tougher one. There is, however, no encroach- 
ment on the cavity of the nose or antrum. 


Treatment of Recurrent Corneal Herpes 


Q.—What symptomatic treatment is advised for long- 
standing recurrent corneal herpes? Antibiotics, auto- 
genous vaccines, etc., have all failed to bring relief. 


A.—As various previous treatments have failed to give 
relief, the best plan would be to avoid, in so far as they 
can be avoided, all things which tend to provoke an attack. 
Other useful palliative measures are anti-glare spectacles 
and saline drops. If the trouble persists in spite of such 
precautions then the question of x-ray treatment would be 
worth considering, but such treatment should be carried out 
only by a radiologist who has had special experience of eye 
conditions. 


Scarlet Fever in a School 


Q.—Throat swabs have been taken from apparently 
healthy children in a school where many of their class- 
mates are at presenti down with scarlet fever. In quite a 
number haemolytic streptococci have been found. Should 
these carriers be treated, and should they be excluded from 
school until a negative swab is obtained ? 


A.—Children whose swabs produce profuse growths of 
streptococci, especially if they have also a nasopharyngeal 
discharge, should preferably be kept at home. If the culture 
plate reveals relatively few haemolytic streptococci (30% 
or less) in a mixed growth, such children, especially in 


the absence of any local lesion, may be regarded as rela- 


tively harmless. 

The treatment of carriers is unsatisfactory. In military 
units in the U.S.A. where streptococci were rampant, success 
has been claimed in cutting down the number of cases of 
scarlet fever and associated conditions by giving 0.5 g. -of 
sulphadiazine daily to all contacts while the outbreak lasted. 
But such schemes should be under strict medical control, 
and the possibility of creating a drug-resistant strain through 
prolonged and unchecked chemotherapy should be borne in 
mind. There are obvious objections to the use of penicillin, 
either locally or parenterally, for healthy carriers. Where, 
however, a heavy streptococcal growth is associated with a 
nasopharyngeal discharge, parenteral penicillin therapy is 
often successful. 


“Any Questions?” Book.—The second book of selected 
“ Any Questions ?” is available, price 7s. 6d. (postage 6d.). 
Copies may be obtained either direct from the Publishing 
Manager, B.M.A. House, Tavistock Square, London, W.C.1, or 
from booksellers. 
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